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This is a FIRST submission of items concerning a filing under 35 U.S.C. 371. 

This is a SECOND or SUBSEQUENT submission of items concerning a filing under 35 U.S.C. 371. 

This is an express request to begin national examination procedures (35 U.S.C. 371(f)). The submission must include itens (5), 
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24. The following fees are submitted:. 

BASIC NATIONAL FEE ( 37 CFR 1.492 (a) (1) - (5)) : 

□ Neither international preliminary examination fee (37 CFR 1 .482) nor 
international search fee (37 CFR L445(a)(2)) paid to USPTO 
and International Search Report not prepared by the EPO or JPO 



□ 



□ 



□ 



International preliminary examination fee (37 CFR 1.482) not paid to 
USPTO but International Search Report prepared by the EPO or JPO 

International preliminary examination fee (37 CFR 1.482) not paid to USPTO 
but international search fee (37 CFR 1.445(a)(2)) paid to USPTO 

International preliminary examination fee (37 CFR 1 .482) paid to USPTO 
but ail claims did not satisfy provisions of PCT Article 33(1 )-(4) 



International preliminary examination fee (37 CFR 1 .482) paid to USPTO 
and all claims sati sfied provisions of PCT Article 33(1 )-(4) 



$1040.00 



$890.00 



$740.00 



$710.00 



$100.00 



ENTER APPROPRIATE BASIC FEE AMOUNT = 
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$890.00 



Surcharge of $130.00 for furnishing the oath or declaration later than 
months from the earliest claimed priority date (37 CFR 1 .492 (e)). 
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$84.00 



$0.00 



Mugiple Dependent Claims (check if applicable). 



$280.00 



TOT AL OF ABOVE CALCULATIONS = 



$1,318.00 



fiAppHcant claims small entity status. See 37 CFR 1.27). The fees indicated above are 

^t^'educed by 1/2. 



$659.00 



SUBTOTAL = 



$659.00 



Pr&tfessing fee of $130.00 for furnishing the English translation later than 
menths from the earliest claimed priority date (37 CFR 1.492 (f)). 



□ 20 



□ 30 



$0.00 



TOTAL NATIONAL FEE = 



$659.00 



F|e#or recording the enclosed assignment (37 CFR 1 .21 (h)). The assignment must be 
a<|5§mpamed by an appropriate cover sheet (37 CFR 3.28, 3.3 1) (check if applicable). 
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$659.00 



^to cover the above fees is enclosed, 
in the amount of 



to cover the above fees. 



Please charge my Deposit Account No. 

A duplicate copy of this sheet is enclosed. 

The Commissioner is hereby authorized to charge any additional fees which may be required, or credit any overpayment 
to Deposit Account No. 02-447 A duplicate copy of this sheet is enclosed. 

Fees are to be charged to a credit card. WARNING: Information on this form may become public. Credit card 
information should not be included on this form. Provide credit card information and authonzation on PTO-2038. 



NOTE: Where an appropriate time limit under 37 CFR 1.494 or 1.495 has not been met, a petition to revive (37 CFR 
1.137(a) or (b)) must be filed and granted to restore the application to pending status. 
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Tel. No. (212) 692-1838 
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This is a FIRST submission of items concerning a filing under 35 U.S.C. 37L 

This is a SECOND or SUBSEQUENT submission of items concerning a filing under 35 U.S.C. 371. 

This is an express request to begin national examination procedures (35 US.C. 371(f)). The submission must include itens (5), 
(6), (9) and (24) indicated below. 

The US has been elected by the expiration of 19 months from the priority date (Article 31). 
A copy of the International Application as filed (35 U.S.C. 371 (c) (2)) 

a. ^ is attached hereto (required only if not communicated by the International Bureau). 

b. □ has been communicated by the International Bureau. 

c. □ is not required, as the application was filed in the United States Receiving Office (RO/US). 
An English language translation of the Intemational Application as filed (35 U.S.C. 371(c)(2)). 

a. □ is attached hereto. 

b. □ has been previously submitted under 35 U.S.C. 1 54(d)(4). 

Amendments to the claims of the Intemational Application under PCX Article 19 (35 U.S.C. 371 (c)(3)) 

a. □ are attached hereto (required only if not communicated by the Intemational Bureau). 

b. □ have been communicated by the Intemational Bureau. 

c. □ have not been made; however, the time limit for making such amendments has NOT expired. 

d. □ have not been made and will not be made. 

An English language translation of the amendments to the claims under PCT Article 19 (35 U.S.C. 371(c)(3)). 
An oath or declaration of the inventor(s) (35 U.S.C. 371 (c)(4)). 

An English language translation of the annexes to the Intemational Preliminary Examination Report under PCT 
Article 36 (35 U.S.C. 371 (c)(5)). 



11 . □ A copy of the Intemational Preliminary Examination Report (PCT/IPE A/409). 

12. □ A copy of the Intemational Search Report (PCT/ISAy210). 
Items 13 to 20 below concern document(s) or information included: 

13. ^ An Information Disclosure Statement under 37 CFR 1.97 and 1.98. 

14. □ An assignment document for recording. A separate cover sheet in compliance with 37 CFR 3.28 and 3.3 1 is included. 

15. Kl A FIRST preliminary amendment. 

16. □ A SECOND or SUBSEQUENT prelnninary amendment. 

17. □ A substitute specification. 

18. □ A change of power of attorney and/or address letter. 

19. □ A computer-readable form ofthe sequence listing in accordance with PCT Rule 13ter.2 and 35 U.S.C. 1.821 - 1.825. 

20. □ A second copy ofthe published intemational application under 35 U.S.C. 154(d)(4), 

21 . □ A second copy of the English language translation ofthe intemational application under 35 U.S.C. 154(d)(4). 

22. m Certificate of Mailing by Express Mail No. : EL 715 381 3,13 US 

23. Kl Other items or information: 

1. Transmittal Letter; 2. Communication of tlie International Application (Form PCT/IB/308); 

3, Elected Office (PCT/IB/332); 4. Notice of Priority Document (PCT/IF/304); 

5. Transmittal of Search Report (PCT/ISA/220); 6. PCT Request 
7. PCT Demand; and 8. Return Postcard 
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24. The following fees are submitted:. 

BASIC NATIONAL FEE ( 37 CFR 1.492 (a) (1) - (5)) : 

□ Neither international preliminary examination fee (37 CFR 1 .482) nor 
international search fee (37 CFR L445(a)(2)) paid to USPTO 

and International Search Report not prepared by the EPO or JPO $1040*00 

S International preliminary examination fee (37 CFR 1 .482) not paid to 

USPTO but International Search Report prepared by the EPO or JPO $890.00 

□ International preliminary examination fee (37 CFR 1 .482) not paid to USPTO 

but international search fee (37 CFR 1 .445(a)(2)) paid to USPTO $740.00 

□ International preliminary examination fee (37 CFR 1 .482) paid to USPTO 

but all claims did not satisfy provisions of PCT Article 33(l)-(4) $710.00 
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International preliminary examination fee (37 CFR 1.482) paid to USPTO 
and ail claims satisfied provisions oJTPCT Article 33(l)-(4) 



$100.00 



ENTER APPROPRIATE BASIC FEE AMOUNT 



CALCULATIONS PTO USE ONLY 



$890.00 



Surcharge of $130.00 for furnishing the oath or declaration later than □ 20 
months from the earliest claimed priority date (37 CFR L492 (e)). 
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Indipendent claims 
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X $84.00 
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Mijfflple Dependent Claims (check if applicable). 



$280.00 



TOTAL OF ABOVE CALCULATIONS = 



$1318.00 



^riAppiicant claims small entity status. See 37 CFR 1 .27). The fees indicated above are 
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$659.00 
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Processing fee of $130.00 for furnishing the English translation later than 
mqtiths from the earliest claimed priority date (37 CFR 1 .492 (f)). 
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_to cover the above fees is enclosed, 
in the amount of 



to cover the above fees. 



Please charge my Deposit Account No, 
A duplicate copy of this sheet is enclosed. 

The Commissioner is hereby authorized to charge any additional fees which may be required, or credit any overpayment 
to Deposit Account No. 02-447 A duplicate copy of this sheet is enclosed. 

Fees are to be charged to a credit card. WARNING: Information on this form may become public. Credit card 
information should not be included on this form. Provide credit card information and authorization on PTO-2038. 



NOTE: Where an appropriate time limit under 37 CFR 1.494 or 1.495 has not been met, a petition to revive (37 CFR 
1.137(a) or (b)) must be Hied and granted to restore the application to pending status. 
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USE OF A VITAMIN COMBINATION FOR THE TREATMENT OF PRURITUS 
AND NON-INFECTIVE DISORDERS INVOLVING ITCHING 
AND/OR INFLAMMATION 

5 

SPECIFICATION 

The present invention concerns the use of a vitamin conibination for 
the treatment of pruritus and non-infective disorders involving itching and/or 
10 inflammation. More particularly, this invention relates to the use of a combina- 
tion of two vitamin compounds, i.e. riboflavin (also known as vitamin B2) and 
nicotinic acid (also referred to as niacin) or, as an alternative thereto, the cor- 
responding amide, i.e. nicotinamide or niacinamide (also known as vitamin 
PP) for the systemic treatment of various fonms of itching, such as, e.g., pru- 
15 Titus associated with renal insufficiency or failure or various forms of itching 
the etiology of which is not connected with organic lesions or with other pri- 
mary pathologies, as well as for the treatment of a number of non-infective 
internal affections of a substantially inflammatory nature. 

As it is known, the cutaneous sensation currently refered to as itching 
20 may be considered as a untfomi response to a wide variety of physical and 
chemical stimuli, which may be of an endogenous or exogenous nature. Such 
stimuli act on the receptors of the free nerve endings located at the dermal- 
epidermal junction and around the hair follides. It is currency believed that 
pain, temperature and touch are all sensations transmitted through the same 
25 pathways of non-myelinated free nerve fibers innervating human skin, A low- 
intensity stimulation of such fibers would cause pruritus while a more intense 
stimulation would turn into a real pain sensation. While being transmitted 
through the same sensory fibers, the neural impulses of itch have a frequency 
quite lower than the pain impulses; however, if scratching follows as a re- 
30 sponse to ttie itch stimulus, the frequency of the neural impulses increases 
with ttie intensity of scratching, and the conresponding sensation turns from 
itchy into painfriL 
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As pointed out in the foregoing, itching may be induced by a great 
variety of circumstances, both physiologic and pathologic. Especially when it 
is generalized and associated with cutaneous lesions, such as vesicles and 
papules, itching Is often the effect of a primary dermatological disease, and in 
5 many cases it represents the fundamental symptom for diagnosis. In the ab- 
sence of cutaneous lesions, on the other hand, itching may originate in many 
cases from systemic disorders such as, e.g., neoplastic diseases, metabolic or 
endocrine disorders, renal, hematological or hepatic diseases, or also from 
allergic reactions, or from hypersensitivity to some medicaments. Lastly, in 
10 other cases itching appears to be the sole dominant chronic symptom, with no 
possibility of any clarification on the etiopathogenesis of this affection. In such 
cases, itching is normally referred to as "sine materia** pruritus, I.e. it repre- 
sents a symptom of an unknown origin, which is not classifiable in the ab- 
sence of identifiable cutaneous or extracutaneous alterations. The only objec- 
15 tive, albeit secondary, signs of the concerned disorder are limited to traces of 
scratching such as linear excoriations and, if the situation lasts for a longer 
time, small secondary papules (i.e. papules due to scratching) and lichenifica- 
tion signs with hyperpigmentation in the most chronic cases. 

The group of "sine materia" pruritus includes the itching manifesta- 
20 tions occurring, without any connection with organic lesions or with systemic 
or skin diseases, in the external genital areas (such as vulvar and scrotal 
pruritus) and in the perianal area (scientifically referred to as pruritus ani), as 
well as pruritus of aged skin (i.e. senile pruritus). The latter is a generalized 
affection quite diffused among persons aged 65 or over. In this case, once the 
25 possible occurrence of skin diseases such as scabies, bullous pemphigoid, 
lichen planus and eczema, or the occurrence of systemic diseases character- 
ized by pruritic symptomatology, such as those mentioned in the foregoing, 
have been excluded, the itching sensation has to be ascribed, actually, to the 
so-called pruritus of aged skin. Such condition is considered to be a conse- 
30 quence of desiccation of the skin. A dehydrated skin, generally combined with 
exposure to ambient conditions of low humidity and temperature, induces fine 
cracking and scaling in the skin of the elderly subject, with consequent dif- 
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fused and persistent itching. 

The actual pathway through which the itching reaction is elicited has 
been investigated in several detailed studies, and several chemical mediators 
of itch, such as histamine, kallikrein, PAFs (platelet activating factors) and 
various endopeptidases (e.g., papain, trypsin, erythrocyte proteases, mast cell 
proteases, lysosomiai enzymes) have been identified to date. In spite of that, 
the mechanism of itch induction has not been fully clarified at present. It is 
essentially for this reason that some agents successfully employed against 
some forms of itching, such as, e.g., antihistamines or steroidal drugs, are 
totally ineffective against other forms. The therapeutic approach adopted so 
far for the treatment of the "sine materia" pruritus forms, in particular for the 
treabnent of senile pmritus and of itching of the anal and genital areas, con- 
sists of topically applying corticosteroidai drugs, antihistamines and skin 
moisturizers. However, none of these remedies turned out to be appredably 
effective in the concerned cases. 

Anotiier type of pruritus against which, at present, no valid therapy 
has been found, in spite of the abundant information available about the sup- 
posed causes thereof, is the pruritus connected with renal insufficiency, usu- 
ally referred to as uremic pruritus. The latter is one of the most distressing 
20 symptoms of renal insufficiency, affecting about 80% of the patients on renal 
dialysis, and is currently believed to be due to the building up of some prurito- 
genic substance in the body. Patients with chronic renal failure often exhibit 
cutaneous dryness, anemia, defects of homeostasis such as haematomas 
and ecchymoses, and secondary hyperparatyroidism (with itching and lesions 
25 due to scratching). The abundant use of emollients rarely results in significant 
relief. In some cases the symptoms are reduced when the patient undergoes 
dialysis, tiiereby suggesting that a pruritogenic substance has been removed. 
However, in many cases itching persists even after dialysis, and resists to all 
therapeutic attempts, both systemic and topical. Also against such types of 
30 pruritus the current therapeutic approaches consist of the administration of 
antihistamines or corticosteroids, mostly without any appreciable success. 

It is tiierefore one object of the present invention to provide a thera- 
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peutic remedy effective for the treatment of the "sine materia" pruritus fomis. 
as well as for the treatment of uremic pruritus, which allows to successftilly 
resolve, by means of a pharmacological therapy consistently effective and free 
from adverse effects, such hitherto unresolved pathologic conditions. To 
5 achieve such puq^ose, in the frame of the research that lead to present inven- 
tion, a particular combination of vitamins has been considered, i.e. the combi- 
nation of nicotinic acid, i,e. 3-pyridinecarboxylic acid, also known as niacin (or, 
in the alternative thereto, the corresponding amide, i.e, nicotinamide, also 
known as vitamin PP) and riboflavin (also known as vitamin B2). 
□ 10 The first ingredient of the above combination, i.e. nicotinic add, is a 

W well-known vitamin, naturally occurring in several animal and vegetal tissues, 

%4 

01 particularly in food sources such as meat, poultry, fish, liver, kidney, eggs, 

m 

jjl nuts, butter, milk and yeast In human beings, nicotinic acid may also be syn- 

: thesized from the amino acid tryptophan, but the latter source is nonnally 

U 15 Insufficient to satisfy the dietary requirements for this vitamin. Actually, the 

PI 

y alternative name vitamin PP (or P.P. factor, i.e. pellagra preventive factor) by 
p which the said agent is known is due to its critical activity in the prevention of 

pellagra. The latter is a disease caused by vitamin deficiency, that occurs in 
dietary regimens poor in tryptophan (or, correspondingly, in niacin or in nicoti- 
20 namide), such as a diet substantially based on maize and with a poor intake of 
animal proteins. 

Nicotinic acid functions in the body only after conversion to either one 
of the physiologically active forms nicotinamide adenine dinucleotide (NAD) or 
nicotinamide adenine dinucleotide phosphate (NADP). These serve as coen- 

25 zymes for a wide variety of proteins that catalyze oxidation-reduction reactions 
essential for tissue respiration. Such biological process is actually the result of 
several o)ddation-reduction reactions occurring within the cells, in particular in 
the mitochondria, aimed at oxidizing that part of material reaching the cells 
(through the blood circulation) in order to be employed for energy production. 

30 Among the various enzymes responsible for the oxidative processes (i.e. 
oxidoreductases), that perform their function by accepting a H2 molecule from 
the substrate, the enzymes referred to as dehydrogenases cannot employ 
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molecular oxygen as an immediate acceptor of the hydrogen taken from the 
substrate, but have to use the pyridine coenzymes (i.e., NAD and IMADP) as 
acceptors. Therefore, ttie presence of the said coenzymes is of a critical im- 
portance for the proper development of the biochemical cycles that produce 
5 energy from, e.g., sugars (i.e., glycolysis and Krebs cycle) or from fatty acids 
(i.e., beta-oxidation), and in the metabolic pathway leading to urea (ornithine 
cycle). 

In view of the foregoing, the presence of suitable levels of nicotinic 
acid and/or niacinamide (or tryptophan) in the body is an essential require- 
10 ment for a healthy skin, for the regular function of the gastrointestinal tract, for 
the maintenance of the nervous system as well as for the synthesis of the sex 
hormones. Symptoms of deficiency may be muscular weakness, generalized 
asthenia, loss of appetite, cutaneous eruptions, stomatites, insomnia, nausea 
and migraine. As pointed out in the foregoing, a severe deficiency leads to 
15 pellagra. The dosages of nicotinic acid, nicotinamide or suit^le derivatives 
(such as methyl nicotinate) normally employed for the treatment of pellagra 
are of about 50 mg, by the oral route, up to ten times daily. In the event tiiat 
the oral administration is impossible, intravenous injection of 25 mg of vitamin 
may be given two or more times daily. 
20 It is also known that nicotinic acid and nicotinamide are effective in 

improving blood circulation and in lowering cholesterol levels. As far as the 
first mentioned effect is concerned, some products for topical administration 
containing nicotinic acid are available, having the function of topical rubefa- 
cient and analgesic, for tiie relief of muscular pain and rheumatism. In tiiese 
25 products niacin assumedly perfonns the function of enhancing peripheral 
blood drculation, as it dilates the subcutaneous blood vessels after penetrat- 
ing the skin. 

As far as the second effect mentioned above is concerned, niacin is 
employed for systemic administration, i.e. by Vne oral or the parenteral route, 
30 at dosages quite above the dosage required for the prophylaxis and tiierapy of 
pellagra (namely, from 2 to 6 g per day) in preparations intended for tiie ther- 
apy of hyperiipidemia, for lowering cholesterol levels in the blood. At the large 
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doses required for this tlierapeutic indication, however, both nicotinic acid and 
nicotinamide have shown a number of adverse side effects, including gastro- 
intestinal disturbances (such as abdominal pain and nausea) hepatotoxicity, 
and, above all, flushing (cutaneous erythema) often accompanied by warmth, 
5 tingling and itching. 

In order to reduce the said side effects while keeping the high dos- 
ages required for the antilipemic therapy, there have been proposed modifica- 
tions of the nicotinic acid molecule, resulting in various derivatives thereof, as 
p well as combinations of niacin or nicotinamide with other active ingredients or 

g 10 adjuvants, specific dosage forms and formulations. An example of such modi- 
|5 fications is disclosed in EP-A-0349235 (and in the corresponding U.S. Patent 
fij No. 4,965,252), concerning an oral antihyperiipidemic composition of nicotinic 

J^' acid wherein tfie active ingredient is mixed with guar gum and, optionally, with 

hk- food-grade organic acids and/or pharmaceutically acceptable mineral salts, as 
PI 15 well as otiier suitable adjuvants. The combination with guar gum reportedly 
affords a preparation for oral administi-ation which eliminates the undesirable 
flushing and Itching side effects of high dose niacin while effectively lowering 
cholesterol levels. In addition, tiie proposed combination is said to only require 
an effective dosage of niacin of 1.2-1.5 g per day, lower than tine recom- 
20 mended daily dose of niacin when used alone as an antilipemic agent 

Another example of systemic preparation ejqDioiting the activity of 
nicotinic acid for the ti-eatinent of hyperlipidemias while attempting, at the 
same time, to reduce the adverse side effects tiiereof, is disclosed in the in- 
ternational patent application WO-A-9632942. The latter discloses a combina- 
25 tion of a hypolipemic amount of nicotinate with a non-steroidal anti- 
inflammatory drug (NSAID), preferably in a sustained release form. According 
to the disclosure, the NSAID is effective in reducing the flushing side effect 
associated with tiie use of niacin when administered as an antilipemic agent. 
In spite of the fact that one of the most usual adverse effects of high 
30 dosage nicotinic acid and niacinamide is itching, the concerned agents have 
also been proposed, mostiy In preparations for topical adminlsti^tion, for use 
in tiie therapy of cutaneous affections wherein itching is one of the typical 
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symptoms. For instance, the international patent application WO-A-9852297 
discloses dermatological and cosmetic compositions based on nicotinamide, 
niacin, or ester derivatives thereof (methyl nicotinate being particularly pre- 
ferred), which are applied topically on the skin to ti-eat a number of skin condi- 
tions including acne, age spots, fungi, itching, pain and itching from insect 
bites, cellulite, varicose veins, stretch marks and burns. The list of affections 
that may be treated with the claimed composition, in addition to being ex- 
tremely generic, is not supported by any experimental data, nor any chemical 
test is reported that may allow to evaluate the therapeutic effects obtained 
with the use of the topical preparation disclosed. 

On the otiier hand, ttie use of nicotinamide or nicotinic acid for the 
treatinent of acne vulgaris, both by topical and by systemic administi^tion. has 
previously been disclosed in ttie U.S. Patent No. 4.505.896. As far as the oral 
therapy is concerned, said document proposes the oral administration of dos- 
15 ages comprised betvween 100 and 600 mg per day (in divided doses taken two 
to four times daily). Such doses of niacin/nicotinamide are, actijally, of the 
same order of magnitude as tiie dose required for tiierapy or prophylaxis of 
vitamin PP deficiency, and the problem of the flushing side effect is apparentiy 
not relevant at such low doses. 
20 In tiie frame of the studies that lead to the instant invention, it has 

been ascertained, as a first step, that the systemic administration of niacin or 
niadnamlde at dosages quite lower tiian for tiie therapy of hypercholesterole- 
mia - namely at tiie dosage typically employed in tiie use of the same agents 
for the prevention and therapy of pellagra - on one hand does not lead to tiie 
25 undesired side effects of flushing and itching reported for the high dosages 
but, on tiie otiier hand, is not appreciably effective in combating the pruritus 
fonns referred to in the foregoing. As a matter of fact, according to the clinical 
experimentation carried out and partially reported further on, uremic pruritus 
and itch affecting patients on renal dialysis, as well the "sine materia" pruritus 
3D forms (such as pruritus ani, pruritus vulvae, and pruritus senilis) did not show 
to be sufficienfly responsive to the administration of preparations based on 
nicotinamide or niacin alone. 
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It has been found, however, that the desired effect is obtained when 
niacin or nicotinamide are administered systematically in combination with 
another known vitamin compound, i.e. riboflavin or vitamin B2. 

In this connection, the U.S. Patent No. 5.496,827 teaches composi- 
5 tions for topical application on the skin, wherein the main active ingredient, i.e. 
methyl nicotlnate, may be combined with various vitamins, minerals and other 
nutrients, including, inter alia, riboflavin. The resulting topical compositions are 
proposed for use in the treatment of various conditions that may be treated by 
means of topical applications to the affected areas, such as muscular pain, 
0 10 acne, eczema, or for stimulating the hair growth, removing senile lentigines 
^ (brown spots) and enhancing fingernail growth. Also in this case, the prior art 
^ points out that an excessive inaease of the methyl nicotlnate level "tends to 
m produce a rather pronounced pruritus (itching of the skin)". The concerned 
document, however, mentions riboflavin as one of the many vitamins and 
J* 15 trace elements that may be added to methyl nicotinate in order to be earned 
through the skin by transdemral delivery, as the alleged ftjnctlon of methyl 
g nicotinate is to promote transdermal delivery. 

With reference to the second active ingredient of the present inven- 
tion, i.e. riboflavin (7,8-dimethyl-10-(D-ribo-2,3,4,5-tetrahydroxypenthyl)isoa!- 
20 loxazine, also such compound is a nutritional factor of a primary importance, 
that is found mainly in milk, eggs, cheese, liver, heart, kidney and leafy vege- 
tables. Riboflavin canies out its biological function in the body in the fomi of 
one or the other of two coenzymes, i.e. riboflavin phosphate, commonly called 
flavin mononucleotide (FMN), and flavin adenine dinudeotide (FAD). Similariy 
25 to the two pyridine coenzymes referred to in the foregoing (i.e., NAD and 
NADP), FMN and FAD co-operate wifli the respiratory flavoproteins in oxidiz- 
ing the substrate by accepting a hydrogen molecule from the substrate. Con- 
trary to NAD and NADP, however. FMN and FAD may yield said hydrogen 
directiy to molecular oxygen. In addition, the oxidoreductive potential of FMN 
30 and FAD is such that these two compounds can oxidize the reduced pyridine 
coenzymes: actually, the function of flavoproteins (having, as pointed out 
before. FAD and FMN as coenzymes) is on one hand to directiy oxidize the 
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substrates and, on the other hand, to assist in the function of the pyridine 
enzymes, by reoxidizing them once they have become reduced by reaction 
with a substrate. 

in view of the foregoing, considering that, in practice, the pyridine 
coenzymes (NAD and NADP) can perform their function only in the presence 
of flavoproteins, and thus in the presence of riboflavin, it will be apparent that 
the presence of both niacin and riboflavin is necessary for an efficient working 
of the biochemical mechanisms governing the cellular metabolism. Without 
wishing to be bound by any particular theory concerning the mechanism of 
action of the proposed combination of active agents, it is postulated that both 
niacin and riboflavin play a critical role in the metabolism of the mast cells, A 
deficiency of any one of the said agents would negatively affect the energy- 
production step of the metabolic chain leading to activation of these cells, that 
is mostly responsible for the release of biochemical mediators of the itching 
and inflammatory responses. As known, mast cells are found in organs rich in 
connective tissue, such as the skin and the respiratory and gastrointestinal 
tracts, and are characterized by the presence of granules that may be se- 
creted by the mast ceil upon activation of the latter, thus releasing a number of 
the above mentioned mediators, including histamine. 

According to the present invention, it has been considered that once 
the mast cells are activated - by a variety of mechanisms, including binding of 
their membranes with immunoglobulins E (IgEs) and exposure of the mast cell 
to an antigen - there occurs within the mast cell a series of enzymatic reac- 
tions comprising an energy-requiring step and ending with the degranulation 
of the mast cells and the release of preformed or newly-generated mediators. 
The preformed mediators, that are stored in the above-mentioned granules, 
include histamine (which, inter alia , causes smooth muscle contraction and 
itching, enhances tiie venular permeability and increases the airway resis- 
tance), while other unstored mediators, that are generated upon activation of 
the mast ceils and have the capacity to alter the venular permeability and to 
contract smooth muscles in a variety of organs, include SRS-A (slow-reacting 
substance of anaphylaxis) and PAFs (platelet activating factor(s)). 



wo 00/69426 



-10- 



PCT/ITOO/00196 



In view of the foregoing, in the light of the clinical tests results pre- 
sented further on, it may reasonably be postulated that both the "sine materia" 
pruritus forms, vyrfiich are not due to any primary dennatologlcal or internal 
affection, and uremic pruritus, which is a manifestation of unknown etiology 
connected with renal insufficiency, are caused by some energy-controlled 
alterations in the metabolic pathway leading to the secretion of biochemical 
mediators from mast cells, and that a the systemic administration of a suitable 
dosage of niacin or nicotinamide and riboflavin would provide the body with 
the necessary amounts of NAD/NADP and FAD/FMN to property modulate the 
mast cells activity. 

As a further object of the instant invention, other affections of a non- 
infective etiology characterized by itching and/or inflammation (phlogosis) 
such as. e.g., urticaria and angioedema, bronchial asthma, allergic rtiinitis and 
oculorhinitis, have been considered, in the light of the above etiopathogenetic 
theory, in order to provide a systemic therapy exploiting the same combination 
of active ingredients. 

As it is known, urticaria is a pruritic dermatosis characterized by tiie 
formation of circumscribed, raised, erytiiematous and usually pruritic areas of 
edema. Such lesions have a rosy-red appearance with a white central area, 
and are surrounded by an erythematous halo. The single wheals may have a 
round, elliptic or variously contoured shape, and may evolve in a few days or 
weeks (acute urticaria) or in several weeks or months (chronic urticaria). 
When tiie edematous process extends into the dermis and/or subcutaneous or 
submucosal layers, the relevant affection is known as angioedema. Urticaria 
and angioedema may occur in any position together or individually. Botii af- 
fections may be due to several etiologic factors of an immunologic nature 
(such as, e.g., hypersensitivity to pollens, foods, drugs, etc.), or of a non- 
immunologic nature (e.g. non-lgE-dependant intolerance to various therapeu- 
tic and diagnostic agents, such as the well-known reactions to aspirin and 
related non-steroidal anti-Inflammatory agents). However, in the great majority 
of cases, urticaria/angioedema is of unknown cause, and is currentiy referred 
to as idiopatiiic urticaria. 
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Asthma is a respiratory disorder characterized by recurring episodes 
of dyspnea, wheezing, coughing and viscous mucoid bronchial secretions, 
caused by obstruction of the airways by excessive mucous production and 
edema of the respiratory mucosa. These reactions are believed to result from 
5 an increased sensitivity of the bronchial tree to stimuli of various origin, such 
as physical or emotional stress, inhalation of powders or pollutants or contact 
vwth allergens or with some drugs. Also in this case, the patiiogenesis of the 
disease is unclear, and the actual mechanism by which asthma develops is 
unknown. However, according to the most diffused position, bronchial asthma 
|o is to be considered an inflammatory disease. In particular, allergic asthma is 
caused by the exposure of the bronchial mucosa to an inhaled airborne anti- 
gen. The latter causes the production of antibodies (IgEs) that bind to mast 
cells thereby activating such cells as explained in the foregoing. The release 
of histarnine by the activated mast cells stimulates contraction of the bronchial 

Ni5 smooth muscle and causes mucosal edema. The current therapy for asthma 

m 

may include elimination of ttie causative agent, aerosol or oral bronchodila- 
tors, beta-adrenergic drugs, methylxantiiines, sodium cromoglycate and short 
term use of corticosteroids. 

Allergic rhinitis is an inflammation of the nasal passages, usually as- 
20 sociated witii nasal obsb-uction and discharge, as well as itching of the nose, 
caused by a localized sensitivity reaction to an allergen like dust, animal dan- 
der, or an antigen such as pollen. When the Itching symptom extends to the 
eyes, accompanied by lachrymation, the disease is more property referred to 
as oculorhinitis. The conventional treatments include the topical or systemic 
25 administration of antihistamines, avoidance of the antigen and hyposensitiza- 
tion by injection of diluted antigen in gradually increasing amounts. 

In accordance with tiie invention it has been found that the above af- 
fections, as well as other affections characterized by a substantially inflam- 
matory nature and often accompanied by tiie itching symptom, may be suc- 
30 cessfully treated by means of the systemic administration of tiie proposed 
vitamin combination. 

Accordingly, tiie present Invention specifically provides tiie use of a 
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combination of nicotinic add or nicotinamide with riboflavin for the manufac- 
ture of a medicament for systemic administration for the treatment and/or the 
prophylaxis of pruritus and non-infective disorders involving itching and/or 
inflammation. Specifically, the forms of pruritus against which the proposed 
combination is particularly effective include itch associated with renal insuffi- 
ciency or failure (i.e. uremic pruritus) and pruritus forms that are not con- 
nected with primary organic affections, such as itching of aged skin (i.e., se- 
nile pruritus), vulvar pruritus, scrotal pruritus and anal pruritus. As to the non- 
infective disorders involving itching and/or inflammation, the proposed combi- 
nation is particularly useful for combating urticaria and/or angioedema, 
asthma, allergic rhinitis and allergic oculorhinitis. 

For the therapeutic indications according to the present invention, the 
two active ingredients are to be systemically administered at a dosage com- 
prised between 0.5 and 750 mg/day of niacin or of nicotinamide and between 
0.1 and 250 mg/day of riboflavin. Preferably, the said combination consists of 
nicotinic acid or nicotinamide and riboflavin in a ratio by weight of from 40:1 to 
10:1 (nicotinic acid or niacinamide : riboflavin), optionally in a pharmaceutically 
acceptable vehicle or carrier suitable for systemic administration. The pre- 
ferred ratio is 20:1 (niacinamide : riboflavin). According to a particulariy effec- 
tive therapeutic protocol, 50 mg of nicotinamide + 2.5. mg of riboflavin are 
orally administered twice daily, and the treatment is continued until the itching 
or the inflammatory affection has totally disappeared. Thereafter, in some 
particular instances, the treatment is continued with half the dosage of the 
vitamin combination, for about 15 more days. 

The compounds according to the invention may be administered 
through different systemic routes, e.g. orally or parenterally. For such types of 
administration the active ingredients may be incorporated in conventional 
pharmaceutical preparations, in solid or liquid dosage fonms. The latter may 
contain the adjuvants usual in the pharmaceutical art such as, for Instance, 
sweeteners, flavors, colors, coatings and preservatives, inert diluents such as 
calcium carbonate, sodium carbonate, lactose and taic, binders such as 
starch, gelatin and polyvinylpyrrolidone, suspending agents such as methyl 
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cellulose or hydroxyethyl cellulose and wetting agents such as lecithin, poly- 
oxyethylene stearate and polyoxyethylene sorbitan monooleate, reducing 
agents such as ascorbic add and salts thereof. The preparations for paren- 
teral administration (in particular, to be injected through the intravenous or the 
iritramuscular route) may also contain the active ingredients dissolved or sus- 
pended in distilled water, together with tiie common phamiaceutically accept- 
able excipients. 

A particularly effective therapeutic protocol according to the invention, 
for the treatment of all of the itching and inflammatory forms specified above 
but uremic pruritus is as follows: 1^^ phase: 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice dally by oral administration, up to the total disappearance of 
the symptom; then continue with 50 mg of nicotinamide + 2.5 mg of riboflavin 
once daily for 15 days; 2"^ phase (optional): 50 mg of nicotinamide + 2.5 mg of 
riboflavin once daily for 15 days a month, for prophylactic puiposes. It is ad- 
visable to take tiie medicament by the oral route, after the main meals, with 
abundant vrater (at least half a glass). In the event that the treatment is dis- 
continued and the symptoms revert, it is necessary to start again from the 1®* 
phase. 

A therapeutic protocol suited to the treatment of uremic pruritus (with- 
out dialysis) is as follows: 1*' phase: 50 mg of nicotinamide + 2.5 mg of ribo- 
flavin twice daily by oral administration, up to the total disappearance of pruri- 
tus; then continue with 50 mg of nicotinamide + 2.5 mg of riboflavin three 
times a week; 2"* phase (optional): 50 mg of nicotinamide + 2.5 mg of ribofla- 
vin three times a week for 15 days a month. Also in this case, the preferred 
form of administration is the oral fbnn, and also in this case if the therapy Is 
discontinued and itching appears again, the protocol will have to be restarted 
from Vhe beginning. In the treatment of uremic subjects who currently undergo 
dialysis the protocol is the same as for the 1** phase above, but the continua- 
tion of the treatment with half the dose will take place starting after each dialy- 
sis ti-eatment (also in this case, after the meal and with abundant water). 

As pointed out before, as an alternative to oral administration the 
parenteral route may be exploited, witii a preferred dosage of 20 mg of nicoti- 
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namide and 1 mg of riboflavin once or twice daily. 

According to another specific aspect thereof, the present invention 
provides a composition for systemic administration for the treatment and/or 
the prophylaxis of pruritus and non-infective disorders involving itching and/or 
5 inflammation, containing, as the active ingredients, a combination of nicotinic 
acid or nicotinamide with riboflavin. Particularly preferred features of the said 
compositions are recited in the dependent claims. It is evident, however, that 
the two active ingredients of the invention do not necessarily have to be con- 
Q tained in a single preparation, as they can be administered separately, pro- 
%i 10 vided that the dosage and ttierapeutic protocol are as prescribed in the fore- 
|i going, 

jij Some experimental results obtained according to the present inven- 

tion, including clinical data concerning the performance of the proposed com- 
p bination in comparison vAih the use of nicotinic acid or nicotinamide alone, are 
p 15 reported below for merely illustrative purposes. 

U 1^^ series of tests - Treatment with the nicotinamide'riboflavin combination 

1^^ case - 67-year-old male subject in renal dialysis three times weekly 
- At the start of the test, the patient had been on dialysis three times a week 
20 for about two years, each treatment lasting 4 hours. For about 4 years, the 
patient had been complaining of a diffused itching. The latter was quite mod- 
erate at the beginning, but had been gradually increasing in intensity, and had 
become quite unbearable. Upon interviewing the specialists responsible for 
the renal treatment, he was given antihistamines for about six months with no 
25 appreciable result As a consequence, the patient had discontinued the anti- 
histamine treatment. 

Thereafter, the patient was treated with 50 mg of nicotinamide + 2.5 
mg of riboflavin twice daily, by oral administration. After 5 days from the start 
of this therapy, itching had disappeared. The patient continued the same ttier- 
30 apy for about 15 days, and thereafter the dosage was reduced to one-half, the 
administration occurring after the dialysis treatment. The subsequent checks, 
performed every month, showed that itching had totally disappeared. 
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2"^ case - 65-year-olcl male subject with chronic renal failure - The 
patient had been suffering from chronic renal failure for about 4 years. The 
nitrogen level of his blood was 105 mg/dl, while the level of his serum creatin- 
ine was 3 mg/dl. The patient was being treated by a nephrotogist. About 15 
months before, he started to report a diffused increasing pruritus, that had 
become unbearable about 9 months before. Every therapeutic approach pro- 
posed and canried out by the kidney specialist resulted in no appreciable relief. 

The patient was then treated orally with a combination of 50 mg of 
nicotinamide + 2.5 mg of riboflavin twice dally. After 6 days Itching had totally 
10 disappeared, and the treatment was continued for 10 days more. Thereafter, 
the dosage was reduced to one half, still administered by the oral route, for 15 
days a month. At the subsequent checks, earned out every month, the patient 
reported a total absence of itching. 

3"* case - 67-years-old female subject with senile pruritus - The patient 
O i5 had been complaining for about 3 years of a diffused itching, which had be- 
5 come increasingly intense. At first, she consulted her physician, who ad- 
^- dressed her to a dermatologist. As no cutaneous pathologies had been evi- 
denced, the patient was visited by a specialist in internal medicine, who diag- 
nosed a senile pruritus and prescribed some hygienic measures and antihis- 
20 tamines, from which the patient had drawn no benefits. 

The patient vras then treated by oral administration of 50 mg of nicoti- 
namide + 2.5 mg of riboflavin twice daily. After 5 days the itching had totally 
disappeared, and the treatment was continued for 10 days more. Thereafter, 
the therapy was reduced to half the dosage, for 15 days a month. At each 
25 subsequent check-up, the patient did not report any itching. 

4"^ case - 46-years-old female subject vynth anal and vulvar pruritus - 
The localized symptomatology was quite severe since about two years before. 
As a first attempt, a gastroenteroiogist had been consulted for die anal itching, 
and thereafter a gynaecologist had been consulted for the vulvar itching. Nei- 
30 ther spedalist could detect any objective disorder falling within his compe- 
tence. In order to mitigate flie disturbance, various topical treatments witii 
non-steroidal anti-inflammatory drugs, corticosteroids and antimycotic agents 
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had been prescribed, as well as a systemic treatment with antihistamines. No 
treatment brought about any Improvement In the patient's condition. 

The patient was ttien treated with 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice daily, by oral administration, and after 7 days itching had dis- 
5 appeared. The treatment was continued for 12 more days, and then it was 
reduced to half the dosage, for 15 days a month. At each subsequent monthly 
check-up the patient always reported a total absence of itching. 

5"^ case - 50-years-old male subject with acute urticaria.- After col- 
lecting mushrooms in a wood, the patient had been complaining for eight days 
10 of a serious itching at his foreanns and torso. At the clinical examination, the 
patient showed, both on his forearms and on the front and back of his chest, 
erythematous circumscribed lesions having wavy margins, remarkably raised 
with respect to the rest of the surrounding skin. Traces of superficial lesions 
were present, apparently due to scratching. Upon being diagnosed an acute 
15 urticaria, the patient was treated with systemic antihistamines and corticoster- 
oids, from which he could not draw any benefit. 

The patient was then treated orally witii 50 mg of nicotinamide + 2.5 
mg of riboflavin twice dally. After 2 days the patient's condition had already 
remarkably improved, and after 3 more days itching had entirely disappeared, 
20 although some moderate erythematous lesions were still visible. In this case 
the therapy was continued for 10 more days and then it was finally discontin- 
ued. 

6*" case - 46-years-old female subject with recurrent urticaria - The 
patient, who lives in the countryside, had been complaining for 15 years of a 

25 phytodemnatitis that manifested iteelf witii episodes of urticaria. The latter 
appeared vwth itching and reddish wheals of 3-4 cm diameter, diffused, ini- 
tially, only on the parts of the body tiiat came in contact with an unidentified 
grass, and progressively extending to the rest of the body. When such epi- 
sodes, usually lasting for 12 days, occurred, the patient used to take antihis- 

30 tamines and corticosteroids, however with no appreciable relief. 

Then, at the beginning of one of such episodes of urticaria the patient 
was administered, by oral route, 50 mg of nicotinamide + 2.5 mg of riboflavin 
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twice daily. As a result, Itching decreased and disappeared in the fbiiowing 4-5 
days. Thereafter, the patient continued to take half a dose of the above agents 
for 15 days a month, and the subsequent contacts with the grass of her gar- 
den did not result in any skin discomfort. 

7^^ case - 28-years-old female subject with bronchial asthma - The 
patient had been suffering for about 10 years from recurrent episodes of bron- 
chial asthma, in the spring period (i.e., from April to June). During each of said 
episodes, the patient experienced coughing, expiratory dyspnea, suffocation 
feeling. At the end of said episodes, that usually lasted about one hour, the 
patient excreted a dense and viscous material. She used to take antihista- 
mines regulariy in spring, sometimes in combination with theophyllins, with a 
quite poor relief. 

Starting from mid-March, the patient was then treated with 50 mg of 
nicotinamide + 2.5 mg of riboflavin, twice daily, by oral administration. The 
treabnent was continued as such for 4 months on end and tiien discontinued. 
No episodes of bronchial astiima occurred during the whole spring period. 

8^ case - 32-years-old male subject with bronchial asthma - The pa- 
tient had started to suffer fi'om respiratory disturbances (i.e. coughing, dysp- 
nea) since he was 15. Such disturbances entailed a diagnosis of bnanchial 
asthma. They appeared in the late spring (i.e. mid-April) and lasted until the 
end of June. Since the said diagnosis was made, the patient was treated with 
antihistamines. Corticosteroids and theophyllins were administered during the 
acute episodes. Such tiierapy had constantly resulted in a partial result. 

The patient was ttien orally treated, starting from mid-April, with 50 mg 
of nicotinamide + 2.5 mg of riboflavin tvwce daily, for 3 months on end. During 
tiie said spring period, no episodes of asthma were ascertained. Thereafter, 
the therapy was discontinued until the following spring. 

9"' case - 40-years-old male subject with allergic oculorhinitis - The 
patient suffered from allergic oculorhinitis, which manifested itself with sneez- 
ing, lachrymation, pharyngeal pain. He was also allergic to gramineae. The 
symptoms started in April and lasted until June. He had been freated with 
antihistamines during the critical period, but the symptoms, in spite of the 
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treatment, were only attenuated. 

The patient was then treated, starting from the beginning of April, with 
50 mg of nicotinamide + 2.5 mg of riboflavin twice daily, by oral administration. 
The treatment was continued for 15 days, and then the dosage was reduced 
5 to one half up to the end of June. During this period no symptoms of allergy 
were detected. 

10^*^ case - 12-years-old male subject with allergic rhinitis - The patient 
had been suffering for 6 years from allergic rhinitis, the symptoms of which 
were nasal discharge, sneezing and nasal obstruction. Such symptoms oc- 

10 curred in spring and during this period the patient was treated, with unsatis- 
factory results, by antihistamine therapy. 

Starting from mid-March, the patient was then treated with oral ad- 
ministration of 50 mg of nicotinamide + 2-5 mg of riboflavin twice daily. The 
same dosage was administered for 10 days, and then it was reduced to one 

15 half, and continued up to tiie end of June. During the whole period, the patient 
reported no symptoms that could be ascribed to allergic rhinitis. 

2"^ series of tests - Treatment in two phases: first with nicotinamide only and 
with the nicotinamide-riboflavin combination 

20 1^^ case - 78-years-old male subject on renal dialysis three times 

weekly - The patient had been on dialysis three times a week for about 3 
years, each treatment lasting 4 hours. For about two years and a half the 
patient had been complaining of a diffused itching, at the torso and on the 
upper and lower limbs. In order to try to overcome this problem he was pre- 

25 scribed a hyposodic diet that, in addition to causing arterial hypotension with 
syncopae episodes, did not afford any beneficial results as far as itch was 
concerned. Then, the patient was given antihistamines of various types, again 
v\fltii no appreciable results. Lastly, he underwent an additional 3 hours dialy- 
sis treatment each week, with carbon filter, for four weeks on end. Also this 

30 attempt was unsuccessful. 

When starting the treatment vwth nicotinamide, itching persisted night 
and day, preventing the patient from sleeping. When clinically examined, the 
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patient did not show any cutaneous alterations that could explain such itching, 
but several lesions due to scratching were present, diffused on the whole 
body, consisting in linear excoriations. Some of such lesions appeared to be 
older, with scabs due to previous bleeding. The treaftnent was started with 50 
5 mg of nicotinamide twice daily, to be taken orally after the main meals. After 
one month and a half, pruritus had sensibly decreased. The patient continued 
to take 50 mg of nicotinamide after dinner for 15 more days, and ttien he took 
50 mg of the same agent only on the day of the dialytic treatment. At the sub- 
sequent check-up, after one month, the patient still complained of some med- 
io erate itching. 

Thereafter the patient was treated vnth the combination of 50 mg of 
nicotinamide + 2.5 mg of riboflavin, tvwce daily. Itching disappeared in 5 days, 
and did not revert any more. 

2"^ case - 70-years-old male subject on renal dialysis for renal failure - 
15 The patient had been on renal dialysis for about 18 months, to treat a terminal 
chronic renal failure. He had been complaining of a diffused pruritus extending 
on the whole body, which he fielt during the day, but even more intensely dur- 
ing the night Upon consulting the specialists of tiie hospital where he was 
undergoing dialysis, ttie patient did not receive any b-eatinent that could allevl- 
20 ate his pruritus. 

Upon undergoing an oral treatinent vwth 50 mg of nicotinamide twicp 
daily for 45 days on end, the patient achieved an appreciable reduction of the 
symptom. Thereafter, he was treated with half dose of the same agent for 15 
more days, and then the treatment was finally discontinued. After 15 days, 
25 itching had started again to gradually increase. 

Then the patient underwent the therapy according to the invention, 
wth an oral administration of 50 mg of nicotinamide + 2.5 mg of riboflavin 
twice dally. After 6 days, itching had totally disappeared. The treatment was 
continued for 15 more days with half the dose, and then it was discontinued. 
30 At tiie subsequent check, after 2 months, the patient did not report any itching. 

3"* case - 45-years-old female subject vnth persistent anal vulvar pm- 
ritus - The concerned symptoms had persisted for about 2 years. Having con- 
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suited first a gastroenterotogist, the patient underwent a rectoscopy with biop- 
sies, which did not show the presence of any pathology that could explain ttie 
itching. A recta! cortisone foam, prescribed as a possible remedy, did not 
result in any relief. As to the vulvar pruritus, the patient had consulted a gy- 
5 naecologist who did not detect any particular pathology. She was then pre- 
scribed a therapy wth vaginal douches with mild disinfectants and cortisone 
creams, which did not reduce itching at all The patient was then treated with 
antihistamines, with no appreciable benefit. As she suffered from an allergy to 
antibiotics, she had also undergone all of the necessary allergy tests, but no 
10 particular allergies were evidenced. Later, a persistent itching had also ap- 
peared on the patient's face, albeit with no cutaneous lesions. 
Jjj Then, the patient was given a therapy with 50 mg of nicotinamide 

m twice daily, by oral administration, after the main meals. After 60 days itching 
L was moderate. The patient continued to take 50 mg of nicotinamide daily, after 
15 dinner, for 15 days, and then she discontinued the treatment. After 15 days 

%j 

%i itching started to increase again, quite slightiy at first, and then more remarka- 

K biy. 

The patient then started the oral therapy witii 50 mg of nicotinamide + 
2.5 mg of riboflavin twice daily, and itching totally disappeared after 15 days. 

20 The treatment was then continued for 15 more days, with half the dosage, and 
then finally discontinued. At the subsequent check-up, after 2 months, the 
patient did not complain of any itching. 

4^^ case - 65-years-old female subject with senile pruritus - The patient 
had been suffering for about 2 years and a half from a diffused continuous 

25 itching at the torso and on the upper and tower limbs. Such itching became 
sometimes milder for one week without disappearing completely. Clinical 
analysis and X-ray examinations did not show the presence of any particular 
disease. Upon consulting some physicians, the patient underwent treatments 
with antimycotic, antihistamines and corticosteroids, albeit with no appreciable 

30 improvement. When the clinical test was started, the examination revealed the 
absence of any cutaneous alterations that could explain the itching, and the 
diagnosis of senile pruritus was made. Diffused lesions due to scratching were 
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present. 

The patient was then oraily treated with 50 mg of nicotinamide twice 
daily, after the main meals, and after 40 days pruritus was quite miid. The 
treatment was continued with half the dose for further 15 days and then it was 
finally discontinued. After about 10 days, itching had started again to increase. 

Then, the patient was treated with 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice daily, by oral administration, and after 4 days itching had dis- 
appeared. The treatment with half the dose was continued for 15 days, and 
then it was discontinued. At the check-up. after 2 months, the patient reported 
to suffer no more from hitching. 

5^^ case - 63-years-oId male subject with chronic renal insufficiency - 
The patient had been suffering for about 5 years ft-om chronic renal insuffi- 
ciency, his serum creatinine level having been 3 mg/dl for about one year and 
a half. Thus, the patient was on a hypoproteic diet. Since about 2 years be* 
fore, the patient had been affected with diffused itching of medium serious- 
ness. He was prescribed antihistamines by the nephroiogists who were treat- 
ing him, and he continued such therapy for some time with no relief at all. 

The patient was then treated with 50 mg of nicotinamide twice daily, 
orally administered after the main meals, and after 35 days he complained of 
some moderate itching. He had then discontinued the treatment. After about 
10 days, itching had started to increase again. 

Then, the treatment was changed to 50 mg of nicotinamide + 2.5 mg 
of riboflavin twice daily, by oral administration, and after 5 days itching had 
totally disappeared. At the subsequent check-up, after 2 months, the patient 
did not complain of any itching. 

3"^ series of tests - Treatment with nicotinamide alone 

1^* case - 68-years-old male subject on renal dialysis three times 
weekly - The patient had been on dialysis three times a week for about 15 
months, each treatment lasting 4 hours. He had been diagnosed chronic ter- 
minal renal insufficiency. He had been suffering from itching for about 3 years, 
at first at his upper limbs and then, gradually, on the whole body. The intensity 
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of itching was steeply Increasing, and no exterior signs could explain such 
affection. The nephrologlsts who were treating him had prescribed, at first, 
warm baths in order to moisten the skin, and then, as the symptoms were 
increasing, antihistamines. However, the patient could draw no benefit from 
such therapy. 

Thereafter the patient was treated with 50 mg of nicotinamide twice 
daily, by the oral route, and after 65 days itching had only become milder 
without disappearing. The patient continued to take 50 mg of nicotinamide 
after each dialysis treatment. At each subsequent check-up, every 2 months, 
the patient complained of a persistent pruritus of a reduced intensity. 

2"^ case - 61 -years-old male subject with renal insufficiency - The 
patient had been suffering for about 3 years of renal insufficiency that was 
becoming Increasingly serious, and was being treated by a nephrologist The 
nitrogen level of his blood was 100 mg/dl, while the level of his serum creatin- 
ine was 2.8 mg/dl. About 10 months before he started to complain of a diffuse 
pmritus of serious intensity, which did not regress with the conventional ttiera- 
ples adopted by the specialists. 

Then, the patient was orally treated with 50 mg of nicotinamide twice 
daily. After 50 days, itching had become milder, without totally disappearing. 
In spite of ttie fact that the therapy with 50 mg/day of nicotinamide was contin- 
ued, at the subsequent periodical checks the patient reported a moderate 
Itching diffused on the whole body. 

3 case - GS-years-old female subject with senile pruritus • The patient 
had been suffering for about one year from a diffused itching. At first she had 
consulted a dermatologist, who excluded the presence of any cutaneous pa- 
thology. Then, ttie patient was examined by a specialist in internal medicine, 
who, after careful examination, could not evidence any kind of illness. As 
Itching had increased in intensity, the patient had reverted to the dermatolo- 
gist, who prescribed at first antihistamines, and then a thermal therapy. 
Thereafter, the diagnosis of senile itching was made. 

The patient was then treated with 50 mg of nicotinamide twice daily by 
oral administration, and after 45 days itching had only slightly decreased. The 
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patient continued with the prescribed therapy, and, at the subsequent monthly 
checks, reported about the presence of a diffused moderate itching. 

4^^ case - 48-years-old female subject with anai and vulvar pruritus - 
The patient had been complaining of the concerned symptoms for about of 18 
months, the intensity of the symptoms being gradually increasing. Upon con- 
sulting a gynaecologist, no vaginal pathology was detected. However, she had 
been prescribed a topical therapy with cortisone and antimycotics, albeit with 
no benefit. A gastroenterologist, consulted for the anal pruritus, after perform- 
ing a rectoscopy, did not find any pathology that could explain the itching 
symptoms. She was given a topical therapy based on a cortisone foam, from 
which she could not draw any relief. 

Then the oral treatment with 50 mg of nicotinamide twice daily was 
carried out, and after 2 months a decrease of the symptoms was detected. At 
the subsequent monthly checks, tiie patient still complained of a moderate 
itching, in spite of the fact that she was stiil taking 50 mg/day of nicotinamide. 

The foregoing experimental report clearly shows the superior effec- 
tiveness of the vitamin combination according to the invention in the therapy of 
several forms of pruritus and non-infective inflammatory diseases, in compari- 
son with similar b^eatments suggested by the prior art, based on nicotinamide 
or niacin only. 

The present invention has been disclosed with particular reference to 
some specific embodiments thereof, but it should be understood that modifi- 
cations and changes may be made by the persons skilled in tiie art without 
departing from the scope of the invention as defined in the appended claims. 
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CLAIMS 

1. Use of a combination of nicotinic acid or nicotinamide with riboflavin 
for the manufacture of a medicament for systemic administration for the treat- 

5 ment and/or the prophylaxis of pruritus and non-Infective disorders involving 
itching and/or inflammation. 

2. Use according to claim 1, wherein said medicament is for the 
treatment and/or the prophylaxis of pruritus associated with renal insufficiency 
or failure (i.e. uremic pruritus), and of pruritus forms that are not connected 

10 with primary organic affections. 

3. Use according to claim 2, wherein said pruritus forms that are not 
connected with primary organic affections are chosen from the group consist- 
ing of itching of aged skin (i.e. senile pruritus), vulvar pmritus, scrotal pruritus 
and anai pruritus. 

15 4. Use according to claim 1, wherein said medicament is for the 

treatment and/or the prophyla)ds of a disorder chosen from ttie group consist- 
ing of urticaria and/or angioedema, asthma, allergic rhinitis and allergic ocu- 
lorhinitis. 

5. Use according to any one of claims 1-4, wherein said combination 
20 consists of nicotinic acid or nicotinamide and riboflavin in a ratio by weight of 

from 40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin), optionally In a 
pharmaceuticalty acceptable vehicle or carrier suitable for systemic admini- 
stration. 

6. Use according to claim 5, wherein said combination consists of 
25 nicotinamide and riboflavin in a ratio by weight of 20:1 . 

7. Use according to any one of claims 1-6 for the manufacture of a 
medicament for oral or parenteral administration. 

8. A method for the treatment and/or tiie prophylaxis of pruritus and 
non-infective disorders Involving Itching and/or inflammation in a subject in 

30 need of the same, said method comprising systemlcally administering to the 
said subject an effective amount of nicotinic acid or nicotinamide and an ef- 
fective amount of riboflavin. 
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9. The method according to claim 8, wherein said medicament is for 
the treatment and/or the prophylaxis of pruritus associated with renal insuffi- 
ciency or failure (i.e. uremic pruritus), and of pruritus forms that are not con- 
nected ymth primary organic affections. 
5 10. The method according to claim 9, wherein said pruritus forms that 

are not connected with primary organic affections are chosen from the group 
consisting of itching of aged skin (i.e. senile pruritus), vulvar pruritus, scrotal 
pruritus and anal pruritus. 

11. The method according to claim 8, wherein said medicament is for 
10 the treatment and/or the prophylaxis of a disorder chosen from the group 

consisting of urticaria and/or angioedema, asthma, allergic rhinitis and allergic 
ocuiorhinitis. 

12. The method according to any one of claims 8-11, comprising sys- 
temically administering to the said subject an effective amount of a combina- 

15 tion of nicotinic acid or nicotinamide and riboflavin, optionally in a pharmaceu- 
ticaily acceptable vehicle or carrier suitable for systemic administration. 

13. The method according to claim 12 wherein said combination con- 
sists of nicotinic acid or nicotinamide and riboflavin in a ratio by weight of from 
40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin). 

20 14. The method according to claim 13, wherein said combination 

consists of nicotinamide and riboflavin in a ratio by weight of 20:1 . 

15. The method according to any one of claims 8-14, wherein said 
systemic administration is by the oral route or by the parenteral route. 

16. A composition for systemic administration for the treatment and/or 
25 the prophylaxis of pruritus and non-infective disorders involving itching and/or 

inflammation, containing, as the active ingredients, a combination of nicotinic 
acid or nicotinamide with riboflavin. 

17. The composition according to claim 16, for the treatment and/or 
the prophylaxis of pruritus associated with renal insufflciency or failure (i.e. 

30 uremic pruritus), and of pruritus forms that are not connected with primary 
organic affections. 

18. The composition according to claim 17, wherein said pruritus 
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forms that are not connected vwth primary organic affections are chosen from 
the group consisting of itching of aged skin (i.e. senile pruritus), vulvar pruri- 
tus, scrotal pruritus and anal pruritus. 

19. The composition according to claim 16, for the treatment and/or 
5 the prophylaxis of a disorder chosen from the group consisting of urticaria 

and/or angioedema, asthma, allergic rhinitis and allergic oculorhinitis. 

20. The composition according to any one of claims 16-19, wherein 
said combination consists of nicotinic acid or nicotinamide and riboflavin in a 

^ ratio by weight of from 40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin), 

p 10 in a pharmaceutically acceptable vehicle or carrier suitable for systemic ad- 
% ministration. 

nl 21. The composition according to claim 20, for oral administration or 

1^ for parenteral administration. 
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USE OF A VITAMIN COMBINATION FOR THE TREATMENT OF PRURITUS 
AND NON-INFECTIVE DISORDERS INVOLVING ITCHING 
AND/OR INFLAMMATION 



SPECIFICATION 

The present invention concerns the use of a vitamin combination for 
the treatment of pruritus and non-infective disorders involving itching and/or 
5 10 inflammation. More particularly, this invention relates to the use of a combina- 
ii tion of two vitamin compounds, i.e. riboflavin (also known as vitamin B2) and 

nicotinic acid (also referred to as niacin) or, as an alternative tiiereto. the cor- 
W responding amide, i.e. nicotinamide or niacinamide (also known as vitamin 

i 

hh pp) for the systemic treatment of various fornis of itching, such as, e.g., pru- 

m 15 ritus assodated vwth renal insufficiency or feilure, or forms of itching the etiol- 
^^J ogy of which is not connected with organic lesions or with other primary pa- 

P thologies, as well as for the treatment of a number of non-infective internal 

affections of a substantially inflammatory nature. 

As it is known, the cutaneous sensation cun-ently referred to as itching 
20 may be considered as a uniform response to a wide variety of physical and 
chemical stimuli, which may be of an endogenous or exogenous nature. Such 
stimuli act on the receptors of the free nerve endings located at the dermal- 
epidermal junction and around the hair follicles. It is currently believed that 
pain, temperature and touch are all sensations transmitted through the same 
25 pathways of non-myelinated free nerve fibers innervating human skin. A low- 
intensity stimulation of such fibers would cause pruritus while a more intense 
stimulation would turn into a real pain sensation. While being transmitted 
through the same sensory fibers, the neural impulses of itch have a frequency 
quite lower than the pain impulses; however, if scratching follows as a re- 
30 sponse to the itch stimulus, the frequency of the neural impulses increases 
with the intensity of scratching, and the corresponding sensation turns from 
itchy into painful. 



As pointed out in the foregoing, itching may be induced by a great 
variety of circumstances, both physiologic and pathologic. Especially when it 
is generalized and associated witii cutaneous lesions, such as vesicles and 
papules, itching is often the effect of a primary dermatological disease, and in 
many cases it represents the fundamental symptom for diagnosis. In the ab- 
sence of cutaneous lesions, on the other hand, Itching may originate in many 
cases from systemic disorders such as, e.g., neoplastic diseases, metabolic or 
endocrine disorders, renal, hematological or hepatic diseases, or also from 
allergic reactions, or from hypersensitivity to some medicaments. Lastly, in 
other cases itching appears to be the sole dominant chronic symptom, with no 
possibility of any clarification on the etiopathogenesis of this affection. In such 
cases, itching is normally referred to as "sine materia" pruritus, i.e. it repre- 
sents a symptom of an unknown origin, which is not classifiable in the ab- 
sence of identifiable cutaneous or extracutaneous alterations. The only objec- 
tive, albeit secondary, signs of the concerned disorder are limited to traces of 
scratching such as linear excoriations and, if the situation lasts for a longer 
time, small secondary papules (i.e. papules due to scratching) and lichenifica- 
tion signs with hyperpigmentation In the most chronic cases. 

The group of "sine materia" pruritus includes the itching manifesta- 
tions occurring, without any connection with organic lesions or with systemic 
or skin diseases, in the external genital areas (such as vulvar and scrotal 
pruritus) and in the perianal area (scientifically referred to as pruritus ani), as 
well as pruritus of aged skin (i.e. senile pruritus). The latter is a generalized 
affection quite diffused among persons aged 65 or over. In this case, once the 
possible occurrence of skin diseases such as scabies, bullous pemphigoid, 
lichen planus and eczema, or the occun-ence of systemic diseases character- 
ized by pruritic symptomatology, such as those mentioned in the foregoing, 
have been excluded, the itching sensation has to be ascribed, actually, to the 
so-called pruritus of aged skin. Such condition is considered to be a conse- 
quence of desiccation of the skin. A dehydrated skin, generally combined with 
exposure to ambient conditions of low humidity and temperature, induces fine 
cracking and scaling in the skin of the elderiy subject, with consequent dif- 



fused and persistent itching. 

The actual pathway through which the itching reaction is elicited has 
been investigated in several detailed studies, and several chemical mediators 
of itch, such as histamine, kaHlkrein, PAFs (platelet activating factors) and 
various endopeptidases (e.g., papain, trypsin, erythrocyte proteases, mast cell 
proteases, lysosomial enzymes) have been identified to date. In spite of that, 
the mechanism of itch induction has not been fully clarified at present. It is 
essentially for this reason that some agents successfully employed against 
some forms of itching, such as, e.g., antihistamines or steroidal drugs, are 
totally ineffective against other forms. The therapeutic approach adopted so 
far for the treatment of the "sine materia" pruritus forms, in particular for the 
treatment of senile pruritus and of itching of the anal and genital areas, con- 
sists of topically applying corticosteroidal drugs, antihistamines and skin 
moisturizers. However, none of these remedies turned out to be appreciably 
effective in the concerned cases. 

Another type of pruritus against which, at present, no valid therapy 
has been found, in spite of the abundant information available about the sup- 
posed causes thereof, is the pruritus connected with renal insufficiency, usu- 
ally refen-ed to as uremic pruritus. The latter is one of the most distressing 
symptoms of renal insufficiency, affecting about 80% of the patients on renal 
dialysis, and is currentiy believed to be due to the building up of some prurito- 
genie substance in the body. Patients with chronic renal failure often exhibit 
cutaneous dryness, anemia, defects of homeostasis such as haematomas 
and ecchymoses, and secondary hyperparatyroidism (with itching and lesions 
due to scratching). The abundant use of emollients rarely results in significant 
relief. In some cases the symptoms are reduced when the patient undergoes 
dialysis, thereby suggesting that a pruritogenic substance has been removed. 
However, in many cases itching persists even after dialysis, and resists to all 
therapeutic attempts, both systemic and topical. Also against such types of 
pruritus the current therapeutic approaches consist of the administration of 
antihistamines or corticosteroids, mostly without any appreciable success. 

It is therefore one object of the present invention to provide a thera- 



peutic remedy effective for the treatment of the "sine materia" pruritus forms, 
as well as for the treatment of uremic pruritus, which allows to successfully 
resolve, by means of a pharmacological therapy consistently effective and free 
from adverse effects, such hitherto unresolved pathologic conditions. To 
achieve such purpose, in the frame of the research that lead to present inven- 
tion, a particular combination of vitamins has been considered, i.e. the combi- 
nation of nicotinic acid, i.e. 3-pyridinecarboxylic acid, also known as niacin (or, 
in the alternative thereto, the corresponding amide, i.e. nicotinamide, also 
known as vitamin PP) and riboflavin (also known as vitamin B2). 

The first ingredient of the above combination, i.e. nicotinic acid, is a 
well-known vitamin, naturally occurring in several animal and vegetal tissues, 
particularly in food sources such as meat, poultry, fish, liver, kidney, eggs, 
nuts, butter, milk and yeast. In human beings, nicotinic acid may also be syn- 
thesized from the amino acid tryptophan, but the latter source is normally 
insufficient to satisfy the dietary requirements for this vitamin. Actually, the 
alternative name vitamin PP (or P.P. factor. i.e. pellagra preventive factor) by 
which the said agent is known is due to Its critical activity in the prevention of 
pellagra. The latter is a disease caused by vitamin deficiency, that occurs in 
dietary regimens poor in tryptophan (or. con-espondingly, in niacin or in nicoti- 
namide), such as a diet substantially based on maize and with a poor intake of 
animal proteins. 

Nicotinic acid functions in the body only after conversion to either one 
of the physiologically active forms nicotinamide adenine dinucleotide (NAD) or 
nicotinamide adenine dinucleotide phosphate (NADP). These serve as coen- 
zymes for a wide variety of proteins that catalyze oxidation-reduction reactions 
essential for tissue respiration. Such biological process is actually the result of 
several oxidation-reduction reactions occurring within the cells, in particular in 
the mitochondria, aimed at oxidizing that part of material reaching the cells 
(through the blood circulation) in order to be employed for energy production. 
Among the various enzymes responsible for the oxidative processes (i.e. 
oxidoreductases), that perfonn their function by accepting a H2 molecule from 
the substrate, the enzymes referred to as dehydrogenases cannot employ 



molecular oxygen as an immediate acceptor of the hydrogen taken from the 
substrate, but have to use the pyridine coenzymes (i.e., NAD and NADP) as 
acceptors. Therefore, the presence of tiie said coenzymes is of a critical im- 
portance for the proper development of the biochemical cycles that produce 
energy from, e.g., sugars (i.e., glycolysis and Krebs cycle) or from fatty acids 
(I.e., beta-oxidation), and in the metabolic pathway leading to urea (ornithine 
cycle). 

In view of the foregoing, the presence of suitable levels of nicotinic 
acid and/or niacinamide (or tryptophan) in the body is an essential require- 
ment for a healthy skin, for the regular function of the gastrointestinal tract, for 
the maintenance of the nen/ous system as well as for the synthesis of the sex 
hormones. Symptoms of deficiency may be muscular weakness, generalized 
asthenia, loss of appetite, cutaneous eruptions, stomatites, insomnia, nausea 
and migraine. As pointed out in the foregoing, a severe deficiency leads to 
pellagra. The dosages of nicotinic acid, nicotinamide or suitable derivatives 
(such as methyl nicotinate) normally employed for the treatment of pellagra 
are of about 50 mg, by the oral route, up to ten times daily. In the event that 
the oral administration is impossible, intravenous Injection of 25 mg of vitamin 
may be given two or more times daily. 

It is also known that nicotinic acid and nicotinamide are effective in 
improving blood circulation and in lowering cholesterol levels. As far as the 
first mentioned effect is concerned, some products for topical administration 
containing nicotinic acid are available, having the function of topical rubefa- 
cient and analgesic, for the relief of muscular pain and rheumatism. In these 
products niacin assumedly performs the function of enhancing peripheral 
blood circulation, as it dilates the subcutaneous blood vessels after penetrat- 
ing the skin. 

As far as the second effect mentioned above is concerned, niacin is 
employed for systemic administration, i.e. by the oral or the parenteral route, 
at dosages quite above the dosage required for the prophylaxis and therapy of 
pellagra (namely, from 2 to 6 g per day) in preparations intended for tiie ther- 
apy of hyperlipidemia, for lowering cholesterol levels in the blood. At the large 



doses required for this therapeutic indication, however, both nicotinic acid and 
nicotinamide have show/n a number of adverse side effects, including gastro- 
intestinal disturbances (such as abdominal pain and nausea) hepatotoxicity, 
and, above all, flushing (cutaneous erythema) often accompanied by warmth, 
tingling and itching. 

In order to reduce the said side effects while keeping the high dos- 
ages required for the antilipemic therapy, there have been proposed modifica- 
tions of the nicotinic acid molecule, resulting in various derivatives thereof, as 
well as combinations of niacin or nicotinamide with other active ingredients or 
adjuvants, specific dosage forms and formulations. An example of such modi- 
fications is disclosed in EP-A-0349235 (and in the corresponding U.S. Patent 
No. 4,965,252), concerning an oral antihyperiipidemic composition of nicotinic 
acid wherein the active ingredient is mixed with guar gum and, optionally, with 
food-grade organic acids and/or pharmaceutically acceptable mineral salts, as 
well as other suitable adjuvants. The combination with guar gum reportedly 
affords a preparation for oral administration which eliminates the undesirable 
flushing and itching side effects of high dose niacin while effectively lowering 
cholesterol levels. In addition, the proposed combination is said to only require 
an effective dosage of niacin of 1.2-1.5 g per day, lower than the recom- 
mended daily dose of niacin when used alone as an antilipemic agent. 

Another example of systemic preparation exploiting tiie activity of 
nicotinic acid for the treatment of hyperlipldemias while attempting, at the 
same time, to reduce the adverse side effects thereof, is disclosed in the in- 
ternational patent application WO-A-9632942. The latter discloses a combina- 
tion of a hypolipemic amount of nicotinate with a non-steroidal anti- 
inflammatory drug (NSAID), preferably in a sustained release form. According 
to the disclosure, the NSAID is effective in reducing the flushing side effect 
associated wth the use of niacin when administered as an antilipemic agent. 

In spite of tiie fact that one of tiie most usual adverse effects of high 
dosage nicotinic acid and niacinamide is itching, the concerned agents have 
also been proposed, mostiy in preparations for topical administi-ation, for use 
in tiie therapy of cutaneous affections wherein itching is one of the typical 



symptoms. For instance, the international patent application WO-A-9852297 
discloses dermatological and cosmetic compositions based on nicotinamide, 
niacin, or ester derivatives thereof (methyl nicotinate being particularly pre- 
ferred), which are applied topically on the skin to treat a number of skin condi- 
tions including acne, age spots, fungi, itching, pain and itching from insect 
bites, cellulite, varicose veins, stretch marks and burns. The list of affections 
that may be treated with the claimed composition, in addition to being ex- 
tremely generic, is not supported by any experimental data, nor any chemical 
test is reported that may allow to evaluate the therapeutic effects obtained 
with the use of the topical preparation disclosed. 

On the other hand, the use of nicotinamide or nicotinic acid for the 
treatment of acne vulgaris, both by topical and by systemic administration, has 
previously been disclosed in the U.S. Patent No. 4.505.896. As far as the oral 
therapy is concemed, said document proposes the oral administration of dos- 
ages comprised between 100 and 600 mg per day (in divided doses taken two 
to four times daily). Such doses of niacin/nicotinamide are, actually, of the 
same order of magnitude as the dose required for therapy or prophylaxis of 
vitamin PP deficiency, and the problem of the flushing side effect is apparently 
not relevant at such low doses. 

In the frame of the studies that lead to the instant invention, it has 
been ascertained, as a first step, that the systemic administration of niacin or 
niacinamide at dosages quite lower than for the therapy of hypercholesterole- 
mia - namely at the dosage typically employed in the use of the same agents 
for the prevention and therapy of pellagra - on one hand does not lead to the 
undesired side effects of flushing and itching reported for the high dosages 
but, on the other hand, is not appreciably effective in combating the pruritus 
forms referred to in the foregoing. As a matter of fact, according to the clinical 
experimentation carried out and partially reported further on. uremic pruritus 
and itch affecting patients on renal dialysis, as well the "sine materia" pruritus 
forms (such as pruritus ani, pruritus vulvae, and pruritus senilis) did not show 
to be sufficiently responsive to the administration of preparations based on 
nicotinamide or niacin alone. 
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It has been found, however, that the desired effect is obtained when 
niacin or nicotinamide are administered systemically in combination with an- 
other known vitamin compound, i.e. riboflavin or vitamin B2. 

In this connection, the U.S. Patent No. 5,496,827 teaches composi- 

5 tions for topical application on the skin, wherein the main active ingredient, i.e. 
methyl nicotinate, may be combined with various vitamins, minerals and other 
nutrients, including, inter alia , riboflavin. The resulting topical compositions are 
proposed for use in the treatment of various conditions that may be treated by 
means of topical applications to the affected areas, such as muscular pain, 

10 acne, eczema, or for stimulating the hair growth, removing senile lentigines 
(brown spots) and enhancing fingernail growth. Also in this case, the prior art 
points out that an excessive increase of the methyl nicotinate level "tends to 
produce a rattier pronounced pruritus (itching of the skin)". The concerned 
document, however, mentions riboflawn as one of the many vitamins and 

15 trace elements that may be added to methyl nicotinate in order to be earned 
through the skin by transdermal delivery, as the alleged function of methyl 
nicotinate is to promote transdermal delivery. 

With reference to the second active ingredient of the present inven- 
tion, i.e. riboflavin (7,8-dimethyl-10-(D-ribo-2,3,4,5-tetrahydroxypenthyi)isoal- 

20 loxazine, also such compound is a nuti-itional factor of a primary importance, 
that is found mainly in milk, eggs, cheese, liver, heart, kidney and ieafy vege- 
tables. Riboflavin carries out its biological ftmction in tiie body in the form of 
one or ttie other of two coenzymes, i.e. riboflavin phosphate, commonly called 
flavin mononucleotide (FMN), and flavin adenine dinucleotide (FAD). Similariy 

25 to the two pyridine coenzymes referred to in the foregoing (i.e., NAD and 
NADP), FMN and FAD co-operate witii the respiratory flavoproteins in oxidiz- 
ing the substrate by accepting a hydrogen molecule from the substrate. Con- 
trary to NAD and NADP, however,- FMN and FAD may yield said hydrogen 
directly to molecular oxygen. In addition, the oxidoreductive potential of FMN 

30 and FAD is such that these two compounds can oxidize the reduced pyridine 
coenzymes; actually, the function of flavoproteins (having, as pointed out 
before, FAD and FMN as coenzymes) is on one hand to directiy oxidize the 



substrates and, on the other hand, to assist in the function of the pyridine 
enzymes, by reoxidizing them once they have become reduced by reaction 
with a substrate. 

In view of tiie foregoing, considering that, in practice, the pyridine 
coenzymes (NAD and HfiDP) can perform their function only in the presence 
of flavoproteins, and thus in the presence of riboflavin, it will be apparent that 
the presence of both niacin and riboflavin is necessary for an efficient working 
of the biochemical mechanisms governing the cellular metabolism. Without 
wishing to be bound by any particular theory concerning the mechanism of 
action of the proposed combination of active agents, it is postulated that both 
niacin and riboflavin play a critical role in the metabolism of the mast cells. A 
deficiency of any one of the said agents would negatively affect the energy- 
production step of the metabolic diain leading to activation of these cells, that 
is mostly responsible for the release of biochemical mediators of the itching 
and inflammatory responses. As known, mast cells are found in organs rich in 
connective tissue, such as the skin and the respiratory and gastrointestinal 
tracts, and are characterized by the presence of granules that may be se- 
creted by the mast cell upon activation of tiie latter, thus releasing a number of 
the above mentioned mediators, including histamine. 

According to the present invention, it has been considered that once 
the mast cells are activated - by a variety of mechanisms, including binding of 
their membranes with immunoglobulins E (IgEs) and exposure of the mast cell 
to an antigen - there occurs within the mast cell a series of enzymatic reac- 
tions comprising an energy-requiring step and ending with the degranulation 
of the mast cells and the release of preformed or newly-generated mediators. 
The preformed mediators, that are stored In the above-mentioned granules, 
include histamine (which, inter alia , causes smooth muscle contraction and 
itching, enhances the venular permeability and increases tiie airway resis- 
tance), while other unstored mediators, that are generated upon activation of 
the mast cells and have the capacity to alter tiie venular permeability and to 
contract smooth muscles in a variety of organs, include SRS-A (slow-reacting 
substance of anaphylaxis) and PAFs (platelet activating factor(s)). 
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In view of the foregoing, in the light of the clinical tests results pre- 
sented further on, it may reasonably be postulated that both the "sine materia" 
pruritus forms, which are not due to any primary dermatological or internal 
affection, and uremic pruritus, which is a manifestation of unknown etiology 
connected with renal insufficiency, are caused by some energy-controlled 
alterations in the metabolic pathway leading to the secretion of biochemical 
mediators from mast cells, and that the systemic administration of a suitable 
dosage of niacin or nicotinamide and riboflavin would provide the body with 
the necessary amounts of NAD/NADP and FAD/FMN to property modulate the 
mast cells activity. 

As a further object of the instant invention, other affections of a non- 
infective etiology characterized by itching and/or inflammation (phlogosis) 
such as, e.g., urticaria and angioedema, bronchial asthma, allergic rtiinitis and 
oculorhinitis, have been considered, in the light of the above etiopathogenetic 
theory, in order to provide a systemic therapy exploiting the same combination 
of active ingredients. 

As it is known, urticaria is a pruritic dermatosis characterized by the 
formation of circumscribed, raised, erythematous and usually pruritic areas of 
edema. Such lesions have a rosy-red appearance with a white central area, 
and are surrounded by an erythematous halo. The single wheals may have a 
round, elliptic or variously contoured shape, and may evolve in a few days or 
weeks (acute urticaria) or in several weeks or months (chronic urticaria). 
When the edematous process extends into the dermis and/or subcutaneous or 
submucosal layers, the relevant affection is known as angioedema. Urticaria 
and angioedema may occur in any position together or individually. Both af- 
fections may be due to several etiologic factors of an immunologic nature 
(such as, e.g., hypersensitivity to pollens, foods, drugs, etc.), or of a non- 
immunologic nature (e.g. non-lgE-dependant intolerance to various therapeu- 
tic and diagnostic agents, such as the well-known reactions to aspirin and 
related non-steroidal anti-inflammatory agents). However, in the great majority 
of cases, urticaria/angioedema is of unknown cause, and is currentiy referred 
to as idiopathic urticaria. 



Asthma is a respiratory disorder characterized by recurring episodes 
of dyspnea, wheezing, coughing and viscous mucoid bronchial secretions, 
caused by obstruction of the airways by excessive mucous production and 
edema of the respiratory mucosa. These reactions are believed to result from 
an increased sensitivity of the bronchial tree to stimuli of various origin, such 
as physical or emotional stress, inhalation of powders or pollutants or contact 
with allergens or with some drugs. Also in this case, the pathogenesis of the 
disease is unclear, and the actual mechanism by which asthma develops Is 
unknown. However, according to the most diffused position, bronchial asthma 
is to be considered an inflammatory disease. In particular, allergic asthma is 
caused by the exposure of the bronchial mucosa to an inhaled airborne anti- 
gen. The latter causes the production of antibodies (IgEs) that bind to mast 
cells thereby activating such cells as explained in the foregoing. The release 
of histamine by the activated mast cells stimulates contraction of the bronchial 
smooth muscle and causes mucosal edema. The cun-ent therapy for asthma 
may include elimination of the causative agent, aerosol or oral bronchodila- 
tors, beta-adrenergic drugs, methylxanthines, sodium cromoglycate and short 
term use of corticosteroids. 

Allergic rhinitis is an inflammation of the nasal passages, usually as- 
sociated with nasal obstruction and discharge, as well as itching of the nose, 
caused by a localized sensitivity reaction to an allergen like dust, animal dan- 
der, or an antigen such as pollen. When the itching symptom extends to the 
eyes, accompanied by lachrymation, the disease is more properly referred to 
as oculorhinitis. The conventional treatments include the topical or systemic 
administration of antihistamines, avoidance of the antigen and hyposensitiza- 
tion by injection of diluted antigen in gradually increasing amounts. 

In accordance with the invention it has been found that the above af- 
fections, as well as other affections characterized by a substantially inflam- 
matory nature and often accompanied by the itching symptom, may be suc- 
cessfully treated by means of the systemic administration of the proposed 
vitamin combination. 

Accordingly, the present invention specifically provides the use of a 
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combination of nicotinic acid or nicotinamide with riboflavin for the manufac- 
ture of a medicament not comprising as the active ingredients any other anti- 
inflammatory agent or any other N^tamin agent besides said nicotinic acid or 
nicotinamide and said riboflavin, said medicament being suitable for systemic 
administration, for the treatment and/or the prophylaxis of pruritus and non- 
infective, non-neoplastic, non-rheumatic disorders involving itching and/or 
inflammation. Specifically, the forms of pruritus against which the proposed 
combination is particularly effective include itch associated with renal insuffi- 
ciency or failure (i.e. uremic pruritus) and pruritus forms that are not con- 
nected with primary organic affections, such as itching of aged skin (i.e., se- 
nile pruritus), vulvar pruritus, scrotal pruritus and anal pruritus. As to the non- 
infective disorders Involving itching and/or inflammation, the proposed combi- 
nation Is particularly useful for combating urticaria and/or angioedema, 
asthma, allergic rhinitis and allergic oculorhinitis. 

For the therapeutic indications according to the present invention, tiie 
two active ingredients are to be systemically administered at a dosage com- 
prised between 0.5 and 750 mg/day of niacin or of nicotinamide and between 
0.1 and 250 mg/day of riboflavin. Preferably, the said combination consists of 
nicotinic acid or nicotinamide and riboflavin in a ratio by weight of from 40:1 to 
10:1 (nicotinic acid or niacinamide : riboflavin), optionally in a pharmaceutically 
acceptable vehicle or carrier suitable for systemic administration. The pre- 
ferred ratio is 20:1 (niacinamide : riboflavin). According to a particularly effec- 
tive therapeutic protocol, 50 mg of nicotinamide + 2.5. mg of riboflavin are 
orally administered twice daily, and the treatment is continued until the itching 
or the inflammatory affection has totally disappeared. Thereafter, in some 
particular instances, the treatment is continued with half the dosage of tiie 
vitamin combination, for about 15 more days. 

The compounds according to the invention may be administered 
through different systemic routes, e.g. orally or parenterally. For such types of 
administration the active ingredients may be incorporated in conventional 
pharmaceutical preparations, in solid or liquid dosage forms. The latter may 
contain the adjuvants usual in the pharmaceutical art such as, for instance, 
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sweeteners, flavors, colors, coatings and preservatives, inert diluents such as 
calcium carbonate, sodium carbonate, lactose and talc, binders such as 
starch, gelatin and polyvinylpyrrolidone, suspending agents such as methyl 
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cellulose or hydroxyethyl cellulose and wetting agents such as lecithin, poly- 
oxyethylene stearate and polyoxyethylene sorbitan monooleate, reducing 
agents such as ascorbic acid and salts thereof. The preparations for paren- 
teral administration (in particular, to be Injected through the intravenous or the 
5 intramuscular route) may also contain the active ingredients dissolved or sus- 
pended in distilled water, together with the common pharmaceutlcally accept- 
able excipients. 

A particularly effective therapeutic protocol according to the invention, 
for the treatment of all of the itching and inflammatory forms specified above 
10 but uremic pruritus is as follows: 1^' phase: 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice daily by oral administration, up to the total disappearance of 
the symptom; then continue with 50 mg of nicotinamide + 2.5 mg of riboflavin 
once daily for 15 days; 2™* phase (optional): 50 mg of nicotinamide + 2.5 mg of 
riboflavin once daily for 15 days a month, for prophylactic purposes. It Is ad- 
M 15 visable to take the medicament by the oral route, after the main meals, with 
abundant water (at least half a glass). In the event that the ti-eatment Is dis- 
continued and the symptoms revert, It is necessary to start again from the 1** 
phase. 

A therapeutic protocol suited to the treatment of uremic pruritus (with- 
20 out dialysis) is as follows: 1®' phase: 50 mg of nicotinamide + 2.5 mg of ribo- 
flavin twice daily by oral administration, up to the total disappearance of pruri- 
tus; then continue with 50 mg of nicotinamide + 2.5 mg of riboflavin three 
times a week; 2"^ phase (optional): 50 mg of nicotinamide + 2.5 mg of ribofla- 
vin three times a week for 15 days a month. Also in this case, the preferred 
25 fonn of administi-ation is the oral form, and also in tills case if tiie therapy is 
discontinued and Itching appears again, ttie protocol will have to be restarted 
from the beginning. In the ti-eatinent of uremic subjects who currentiy undergo 
dialysis ttie protocol is the same as for the 1^* phase above, but the continua- 
tion of the treatment with half tiie dose will take place starting after each dialy- 
30 sis treatment (also in this case, after the meal and with abundant water). 

As pointed out before, as an alternative to oral administration tfie 
parenteral route may be exploited, with a preferred dosage of 20 mg of nicoti- 
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namide and 1 mg of riboflavin once or twice daily. 

According to another specific aspect thereof, the present Invention 
provides a composition for systemic administration for the treatment and/or 
the prophylaxis of pruritus and non-infective, non-neoplastic, non-rheumatic 
disorders involving itching and/or inflammation, containing, as the active in- 
gredients, a combination of nicotinic acid or nicotinamide with riboflavin and 
free from any other vitamin agent and any other antiinflammatory agent be- 
sides said nicotinic acid or nicotinamide and said riboflavin. Particularly pre- 
ferred features of the said compositions are recited in the dependent claims. It 
is evident, however, that the two active ingredients of the invention do not 
necessarily have to be contained in a single preparation, as they can be ad- 
ministered separately, provided that the dosage and therapeutic protocol are 
as prescribed in the foregoing. 

Some experimental results obtained according to the present inven- 
tion, including dinical data concerning the performance of the proposed com- 
bination in comparison with the use of nicotinic acid or nicotinamide alone, are 
reported below for merely illustrative purposes. 

1^^ series of tests - Treatment with the nicotinamide-riboflavin combination 
20 1^^ case - 67-year-old male subject in renal dialysis three times weekly 

- At the start of tiie test, the patient had been on dialysis three times a week 
for about two years, each treatment lasting 4 hours. For about 4 years, the 
patient had been complaining of a diffused itching. The latter was quite mod- 
erate at the beginning, but had been gradually increasing in intensity, and had 
25 become quite unbearable. Upon interviewing the specialists responsible for 
the renal treatment, he was given antihistamines for about six months with no 
appreciable result. As a consequence, the patient had discontinued the anti- 
histamine treatment 

Thereafter, the patient was treated with 50 mg of nicotinamide + 2.5 
30 mg of riboflavin twice daily, by oral administration. After 5 days from the start 
of this therapy, itching had disappeared. The patient continued the same ther- 
apy for about 15 days, and thereafter the dosage was reduced to one-half, the 
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admlnistration occurring after the dialysis treatment. The subsequent checks, 
performed every month, showed that itching had totally disappeared. 
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2™ case - 65-year-olcl male subject with chronic renal failure - The 
patient had been suffering from chronic renal failure for about 4 years. The 
nitrogen level of his blood was 105 mg/dl, while the level of his serum creatin- 
ine was 3 mg/dl. The patient was being treated by a nephrologist. About 15 
5 months before, he started to report a diffused increasing pruritus, that had 
become unbearable about 9 months before. Every therapeutic approach pro- 
posed and canried out by the kidney specialist resulted in no appreciable relief. 
The patient was then treated orally with a combination of 50 mg of 
SJ nicotinamide + 2.5 mg of riboflavin twice daily. After 6 days itching had totally 

2 10 disappeared, and the treatment was continued for 10 days more. Thereafter, 
2 the dosage was reduced to one half, still administered by the oral route, for 15 

Hi days a month. At the subsequent checks, carried out every month, the patient 

reported a total absence of itching. 
L* 3"* case - 67-years-old female subject with senile pruritus - The patient 

fl 15 had been complaining for about 3 years of a diffused Itching, which had be- 
y come Increasingly intense. M first, she consulted her physician, who ad- 

p dressed her to a dermatologist. As no cutaneous pathologies had been evi- 

denced, the patient was visited by a spedallst in Internal medicine, vA\o diag- 
nosed a senile pruritus and prescribed some hygienic measures and antihis- 
20 tamines, from which the patient had drawn no benefits. 

The patient was then treated by oral administration of 50 mg of nicoti- 
namide + 2.5 mg of riboflavin twice daily. After 5 days the itching had totally 
disappeared, and the treatment was continued for 10 days more. Thereafter, 
the therapy was reduced to half the dosage, for 15 days a month. At each 
25 subsequent check-up, the patient did not report any itching. 

4"" case - 46-years-old female subject with anal and vulvar pruritus - 
The localized symptomatology was quite severe since about two years before. 
As a first attempt, a gasti-oenterologist had been consulted for the anal itching, 
and tiiereafter a gynaecologist had been consulted for the vulvar itching. Nei- 
30 ther specialist could detect any objective disorder falling within his compe- 
tence. In order to mitigate the disturbance, various topical treatments with 
non-steroidal anti-inflammatory drugs, corticosteroids and antimycotic agents 
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had been prescribed, as well as a systemic treatment with antihistamines. No 
treatment brought about any improvement in the patient's condition. 

The patient was tiien treated witii 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice daily, by oral administration, and after 7 days itching had dis- 
appeared. The treatinent was continued for 12 more days, and then it was 
reduced to half the dosage, for 15 days a month. At each subsequent monthly 
check-up tiie patient always reported a total absence of itching. 

S"' case - 50-years-old male subject with acute urticaria.- After col- 
lecting mushrooms in a wood, the patient had been complaining for eight days 
of a serious itching at his forearms and torso. At the clinical examination, the 
patient showed, both on his forearms and on the front and back of his chest, 
erythematous circumscribed lesions having wavy margins, remarkably raised 
with respect to the rest of the surrounding skin. Traces of superficial lesions 
were present, apparently due to scratching. Upon being diagnosed an acute 
urticaria, the patient was treated with systemic antihistamines and corticoster- 
oids, from which he could not draw any benefit. 

The patient was then treated orally with 50 mg of nicotinamide + 2.5 
mg of riboflavin twice daily. After 2 days the patient's condition had already 
remarkably improved, and after 3 more days itching had entirely disappeared, 
although some moderate erythematous lesions were still visible. In this case 
the therapy was continued for 10 more days and then it was finally discontin- 
ued. 

6^ case - 46-years-old female subject with recurrent urticaria - The 
patient, who lives in the countryside, had been complaining for 15 years of a 
phytodermatltis that manifested itself with episodes of urticaria. The latter 
appeared with itching and reddish wheals of 3-4 cm diameter, diffused, ini- 
tially, only on the parts of the body that came in contact with an unidentified 
grass, and progressively extending to the rest of the body. When such epi- 
sodes, usually lasting for 12 days, occurred, the patient used to take antihis- 
tamines and corticosteroids, however with no appreciable relief. 

Then, at the beginning of one of such episodes of urticaria the patient 
was administered^ by oral route, 50 mg of nicotinamide + 2.5 mg of riboflavin 
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twice daily. As a result, Itching decreased and disappeared in tlie following 4-5 
days. Thereafter, the patient continued to take half a dose of the above agents 
for 15 days a month, and the subsequent contacts with the grass of her gar- 
den did not result in any skin discomfort. 

7"' case - 28-years-old female subject with bronchial asthma - The 
patient had been suffering for about 10 years from recunrent episodes of bron- 
chial asthma, in the spring period (i.e., from April to June). During each of said 
episodes, the patient experienced coughing, expiratory dyspnea, suffocation 
feeling. At the end of said episodes, that usually lasted about one hour, the 
patient excreted a dense and viscous material. She used to take antihista- 
mines regularly in spring, sometimes in combination with theophyllins, with a 
quite poor relief. 

Starting from mid-March, the patient was then treated with 50 mg of 
nicotinamide + 2.5 mg of riboflavin, twice daily, by oral administration. The 
treatment was continued as such for 4 months on end and then discontinued. 
No episodes of bronchial asthma occurred during the whole spring period. 

8"^ case - 32-years-old male subject with bronchial asthma - The pa- 
tient had started to suffer from respiratory disturbances (i.e. coughing, dysp- 
nea) since he was 15. Such disturt)ances entailed a diagnosis of bronchial 
asthma. They appeared in the late spring (i.e. mid-April) and lasted until the 
end of June. Since the said diagnosis was made, the patient was treated with 
antihistamines. Corticosteroids and theophyllins were administered during the 
acute episodes. Such therapy had constantly resulted in a partial result. 

The patient was then orally treated, starting from mid-April, with 50 mg 
of nicotinamide + 2.5 mg of riboflavin twice daily, for 3 months on end. During 
the said spring period, no episodes of asthma were ascertained. Thereafter, 
the therapy was discontinued until the follov\nng spring. 

gtf* case - 40-years-old male subject with allergic oculorhinitis - The 
patient suffered from allergic oculorhinitis, which manifested itself with sneez- 
ing, lachrymation, pharyngeal pain. He was also allergic to gramineae. The 
symptoms started in April and lasted until June. He had been treated with 
antihistamines during the critical period, but the symptoms, in spite of the 
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treatment, were only attenuated. 

The patient was then treated, starting from the beginning of April, with . 
50 mg of nicotinamide + 2.5 mg of riboflavin twice daily, by oral administration. 
The treatment was continued for 15 days, and then the dosage was reduced 
to one half up to the end of June. During this period no symptoms of allergy 
were detected. 

10"^ case - 12-years-old male subject with allergic rhinitis - The patient 
had been suffering for 6 years from allergic rhinitis, the symptoms of which 
were nasal discharge, sneezing and nasal obstruction. Such symptoms oc- 
curred in spring and during this period the patient was treated, with unsatis- 
factory results, by antihistamine therapy. 

Starting from mid-March, the patient was then treated with oral ad- 
ministration of 50 mg of nicotinamide + 2.5 mg of riboflavin twice daily. The 
same dosage was administered for 10 days, and then it was reduced to one 
half, and continued up to the end of June. During the whole period, the patient 
reported no symptoms that could be ascribed to allergic rhinitis. 

2"'^ series of tests - Treatment in two phases: first with nic otinamide only and 
with the nicotinamide-riboflavin combination 

jst case - 78-years-old male subject on renal dialysis three times 
weekly - The patient had been on dialysis three times a week for about 3 
years, each treatment lasting 4 hours. For about two years and a half the 
patient had been complaining of a diffused itching, at the torso and on the 
upper and lower limbs. In order to try to overcome this problem he was pre- 
scribed a hyposodic diet that, in addition to causing arterial hypotension with 
syncopae episodes, did not afford any beneficial results as far as itch was 
concerned. Then, the patient was given antihistamines of various types, again 
with no appreciable results. Lastly, he underwent an additional 3 hours dialy- 
sis treatment each week, with carbon filter, for four weeks on end. Also this 
attempt was unsuccessful. 

When starting the treatment with nicotinamide, itching persisted night 
and day, preventing the patient from sleeping. When clinically examined, the 
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patient did not show any cutaneous alterations that could explain such itching, 
but several lesions due to scratching were present, diffused on the whole 
body, consisting in linear excoriations. Some of such lesions appeared to be 
older, with scabs due to previous bleeding. The treatment was started with 50 
5 mg of nicotinamide twice daily, to be taken orally after the main meals. After 
one month and a half, pruritus had sensibly decreased. The patient continued 
to take 50 mg of nicotinamide after dinner for 15 more days, and then he took 
50 mg of the same agent only on the day of the dialytic treatment. At the sub- 
sequent check-up, after one month, the patient still complained of some mod- 
^ 10 erate itching. 

Thereafter the patient was treated with the combination of 50 mg of 
HI nicotinamide + 2.5 mg of riboflavin, twice daily. Itching disappeared in 5 days, 

and did not revert any more. 
^ 2^ case - 70-years-old male subject on renal dialysis for renal failure - 

p 15 The patient had been on renal dialysis for about 18 months, to treat a terminal 
fii chronic renal failure. He had been complaining of a diffused pruritus extending 
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on the whole body, which he felt during the day, but even more intensely dur- 
ing the night. Upon consulting the specialists of the hospital where he was 
undergoing dialysis, the patient did not receive any treatment that could allevi- 

20 ate his pruritus. 

Upon undergoing an oral treatment with 50 mg of nicotinamide twice 
daily for 45 days on end, the patient achieved an appreciable reduction of the 
symptom. Thereafter, he was treated with half dose of the same agent for 15 
more days, and then the treatment was finally discontinued. After 15 days, 

25 itching had started again to gradually increase. 

Then the patient underwent the therapy according to the invention, 
with an oral administration of 50 mg of nicotinamide + 2.5 mg of riboflavin 
twice daily. After 6 days, itching had totally disappeared. The treatment was 
continued for 15 more days with half the dose, and then it was discontinued. 

30 At the subsequent check, after 2 months, the patient did not report any itching. 

3^ case - 45-years-old female subject with persistent anal vulvar pru- 
ritus - The concerned symptoms had persisted for about 2 years. Having con- 
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sulted first a gastroenterologist, the patient underwent a rectoscopy with biop- 
sies, which did not show the presence of any pathology that could explain the 
itching. A rectal cortisone foam, prescribed as a possible remedy, did not 
result in any relief. As to the vulvar pruritus, the patient had consulted a gy- 
naecologist who did not detect any particular pathology. She was then pre- 
scribed a therapy with vaginal douches with mild disinfectants and cortisone 
creams, which did not reduce itching at all. The patient was then treated with 
antihistamines, with no appreciable benefit. As she suffered from an allergy to 
antibiotics, she had also undergone all of the necessary allergy tests, but no 
particular allergies were evidenced. Later, a persistent itching had also ap- 
peared on the patient's face, albeit with no cutaneous lesions. 

Then, the patient was given a therapy with 50 mg of nicotinamide 
twice daily, by oral administration, after the main meals. After 60 days itching 
was moderate. The patient continued to take 50 mg of nicotinamide daily, after 
dinner, for 15 days, and then she discontinued the treatment. After 15 days 
itching started to increase again, quite slightly at first, and then more remarka- 
bly. 

The patient then started the oral therapy with 50 mg of nicotinamide + 
2.5 mg of riboflavin twice daily, and itching totally disappeared after 15 days. 
The treatment was then continued for 15 more days, with half the dosage, and 
then finally discontinued. At the subsequent check-up, after 2 months, the 
patient did not complain of any itching. 

4^^ case - 65-years-old female subject with senile pruritus - The patient 
had been suffering for about 2 years and a half from a diffused continuous 
itching at the torso and on the upper and lower limbs. Such itching became 
sometimes milder for one week without disappearing completely. Clinical 
analysis and X-ray examinations did not show the presence of any particular 
disease. Upon consulting some physicians, the patient underwent treatments 
with antimycotic, antihistamines and corticosteroids, albeit with no appreciable 
improvement. When the clinical test was started, the examination revealed the 
absence of any cutaneous alterations that could explain the itching, and the 
diagnosis of senile pruritus was made. Diffused lesions due to scratching were 
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present. 

The patient was then orally treated with 50 mg of nicotinamide twice 
daily, after the main meals, and after 40 days pruritus was quite mild. The 
treatment was continued with half the dose for further 15 days and then it was 
finally discontinued. After about 10 days, itching had started again to increase. 

Then, the patient was treated with 50 mg of nicotinamide + 2.5 mg of 
riboflavin twice daily, by oral administration, and after 4 days itching had dis- 
appeared. The treatment with half the dose was continued for 15 days, and 
then It was discontinued. At the check-up, after 2 months, the patient reported 
to suffer no more from hitching. 

5"^ case - 63-years-old male subject with chronic renal insufficiency - 
The patient had been suffering for about 5 years from chronic renal insuffi- 
ciency, his serum creatinine level having been 3 mg/dl for about one year and 
a half. Thus, the patient was on a hypoproteic diet. Since about 2 years be- 
fore, the patient had been affected with diffused itching of medium serious- 
ness. He was prescribed antihistamines by the nephrologists who were treat- 
ing him, and he continued such therapy for some time with no relief at all. 

The patient was then treated with 50 mg of nicotinamide twice daily, 
orally administered after the main meals, and after 35 days he complained of 
some moderate itching. He had then discontinued the treatment. After about 
10 days, itching had started to Increase again. 

Then, tiie treatment was changed to 50 mg of nicotinamide + 2.5 mg 
of riboflavin twice daily, by oral administration, and after 5 days itching had 
totally disappeared. At the subsequent check-up, after 2 months, the patient 
did not complain of any itching. 

3"^ series of tests - Treatment with nicotinamide alone 

1°* case - 68-years-old male subject on renal dialysis three times 
weekly - The patient had been on dialysis three times a week for about 15 
months, each treatment lasting 4 hours. He had been diagnosed chronic ter- 
minal renal insufficiency. He had been suffering from itching for about 3 years, 
at first at his upper limbs and then, gradually, on the whole body. The intensity 
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of itching was steeply increasing, and no exterior signs could explain such 
affection. The nephrologlsts who were treating him had prescribed, at first, 
warm baths in order to moisten the skin, and then, as the symptoms were 
increasing, antihistamines. However, the patient could draw no benefit from 
5 such therapy. 

Thereafter the patient was treated with 50 mg of nicotinamide twice 
daily, by the oral route, and after 65 days itching had only become milder 
without disappearing. The patient continued to take 50 mg of nicotinamide 
fl after each dialysis treatment. At each subsequent check-up, every 2 months, 

S| 10 the patient complained of a persistent pruritus of a reduced Intensity. 
|l 2"^ case - 61 -years-old male subject with renal insufficiency - The 

patient had been suffering for about 3 years of renal insufficiency that was 
becoming increasingly serious, and was being treated by a nephrologist. The 
H nitrogen level of his blood was 100 mg/dl, v^riiile the level of his serum creatin- 

|i 15 ine was 2.8 mg/dL About 10 months before he started to complain of a diffuse 

pj pruritus of serious intensity, which did not regress with the conventional thera- 

^ pies adopted by the specialists. 

Then, the patient was orally treated with 50 mg of nicotinamide twice 
daily. After 50 days, itching had become milder, without totally disappearing. 
20 In spite of the fact that the therapy with 50 mg/day of nicotinamide was contin- 
ued, at the subsequent periodical checks the patient reported a moderate 
itching diffused on the whole body. 

3"^ case - 65-years-oId female subject with senile pruritus - The patient 
had been suffering for about one year from a diffused itching. At first she had 
25 consulted a dermatologist, who excluded the presence of any cutaneous pa- 
thology. Then, the patient was examined by a specialist in internal medicine, 
who, ^after careful examination, could not evidence any kind of illness. As 
itching had increased in intensity, the patient had reverted to the dermatolo- 
gist, who prescribed at first antihistamines, and then a thermal therapy. 
30 Thereafter, the diagnosis of senile Itching was made. 

The patient was then treated with 50 mg of nicotinamide twice daily by 
oral administration, and after 45 days itching had only slightly decreased. The 
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patient continued with tlie prescribed therapy, and, at the subsequent monthly 
checks, reported about the presence of a diffused moderate itching. 

4^^ case - 48-years-old female subject with anal and vulvar pruritus - 
The patient had been complaining of the concerned symptoms for about of 18 
5 months, the intensity of the symptoms being gradually increasing. Upon con- 
sulting a gynaecologist, no vaginal pathology was detected. However, she had 
been prescribed a topical therapy with cortisone and antimycotics, albeit with 
no benefit. A gastroenterologist, consulted for the anal pruritus, after perform- 
ing a rectoscopy, did not find any pathology that could explain the itching 
10 symptoms. She was given a topical therapy based on a cortisone foam, from 
which she could not draw any relief. 

Then the oral treatment with 50 mg of nicotinamide twice daily was 
carried out, and after 2 months a decrease of the symptoms was detected. At 
the subsequent monthly checks, the patient still complained of a moderate 
16 itching, in spite of the fact that she was still taking 50 mg/day of nicotinamide. 

The foregoing experimental report clearly shows the superior effec- 
tiveness of the vitamin combination according to the invention in the therapy of 
several forms of pruritus and non-infective inflammatory diseases, in compari- 
son with similar treatments suggested by the prior art, based on nicotinamide 
20 or niacin only. 

The present invention has been disclosed with particular reference to 
some specific embodiments thereof, but it should be understood that modifi- 
cations and changes may be made by the persons skilled in the art without 
departing from the scope of the invention as defined in the appended claims. 
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CLAIMS 

1. Use of a combination of nicotinic acid or nicotinamide with riboflavin 
for the manufacture of a medicament not comprising as the active ingredients 
any other antiinflammatory agent or any other vitamin agent besides said 
nicotinic acid or nicotinamide and said riboflavin, said medicament being suit- 
able for systemic administration, for the treatment and/or the prophylaxis of 
pruritus and non-infective, non-neoplastic, non-rheumatic disorders involving 
itching and/or inflammation. 

2. Use according to claim 1, wherein said medicament is for the 
treatment and/or the prophylaxis of pruritus associated with renal insufficiency 
or failure (i.e. uremic pruritus), and of pruritus forms that are not connected 
with primary organic affections. 

3. Use according to claim 2, wherein said pruritus forms that are not 
connected with primary organic affections are chosen from the group consist- 
ing of itching of aged skin (I.e. senile pruritus), vulvar pruritus, scrotal pruritus 
and anal pruritus. 

4. Use according to claim 1, wherein said medicament is for the 
treatment and/or the prophylaxis of a disorder chosen from the group consist- 
ing of urticaria and/or angioedema, asthma, allergic rhinitis and allergic ocu- 
lorhinitis, 

5. Use according to any one of claims 1-4, wherein said combination 
consists of nicotinic acid or nicotinamide and riboflavin in a ratio by weight of 
from 40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin), optionally in a 
pharmaceutically acceptable vehicle or carrier suitable for systemic admini- 
stration. 

6. Use according to claim 5, wherein said combination consists of 
nicotinamide and riboflavin in a ratio by weight of 20:1. 

7. Use according to any one of claims 1-6 for the manufacture of a 
medicament for oral or parenteral administration. 

8. A method for the treatment and/or the prophylaxis of pruritus and 
non-infective, non-neoplastic, non-rheumatic disorders involving itching and/or 
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inflammation in a subject in need of the same, which method comprises sys- 
temically administering to the said subject an effective amount of nicotinic acid 
or nicotinamide and an effective amount of riboflavin, and excludes adminis- 
tering any other vitamin agent and any other antiinflammatory agent besides 
said nicotinic acid or nicotinamide and said riboflavin, 

9. The method according to claim 8, wherein said medicament is for 
the treatment and/or the prophylaxis of pruritus associated with renal insuffi- 
ciency or failure (i.e. uremic pruritus), and of pruritus forms that are not con- 
nected with primary organic affections. 

10. The method according to claim 9, wherein said pruritus forms that 
are not connected with primary organic affections are chosen from the group 
consisting of itching of aged skin (i.e. senile pruritus), vulvar pruritus, scrotal 
pruritus and anal pruritus. 

11. The method according to claim 8, wherein said medicament is for 
the treatment and/or the prophylaxis of a disorder chosen from the group 
consisting of urticaria and/or angioedema, asthma, allergic rhinitis and allergic 
oculorhiniiis. 

12. The method according to any one of claims 8-11, comprising sys- 
temically administering to the said subject an effective amount of a combina- 
tion of nicotinic acid or nicotinamide and riboflavin, optionally in a pharmaceu- 
tically acceptable vehicle or carrier suitable for systemic administration. 

13. The method according to claim 12 wherein said combination con- 
sists of nicotinic acid or nicotinamide and riboflavin in a ratio by weight of from 
40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin). 

14. The method according to claim 13, wherein said combination 
consists of nicotinamide and riboflavin in a ratio by weight of 20:1 . 

15. The method according to any one of claims 8-14, wherein said 
systemic administration is by the oral route or by the parenteral route. 

16. A composition for systemic administration for the treatment and/or 
the prophylaxis of pruritus and non-infective, non-neoplastic, non-rheumatic 
disorders involving itching and/or inflammation, containing, as the active in- 
gredients, a combination of nicotinic acid or nicotinamide with riboflavin and 
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free from any other vitamin agent and any other antiinflammatory agent be- 
sides said nicotinic acid or nicotinamide and said riboflavin. 

17. The composition according to claim 16, for the treatment and/or 
the prophylaxis of pruritus associated with renal insufficiency or failure (i.e. 
uremic pruritus), and of pruritus fomis that are not connected with primary 
organic affections. 

18. The composition according to claim 17, wherein said pruritus 
forms that are not connected with primary organic affections are chosen from 
the group consisting of itching of aged skin (i.e. senile pruritus), vulvar pruri- 
tus, scrotal pruritus and anal pruritus. 

19. The composition according to claim 16, for the treatment and/or 
the prophylaxis of a disorder chosen from the group consisting of urticaria 
and/or angioedema, asthma, allergic rhinitis and allergic oculorhinitis. 

20. The composition according to any one of claims 16-19, wherein 
said combination consists of nicotinic acid or nicotinamide and riboflavin in a 
ratio by weight of from 40:1 to 10:1 (nicotinic acid or niacinamide : riboflavin), 
in a pharmaceutically acceptable vehicle or canier suitable for systemic ad- 
ministration. 

21. The composition according to claim 20, for oral administration or 
for parenteral administration. 
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PRELIMINARY AMENDMENT 



Commissioner for Patents 
Washington, DC 20231 

Sir: 

Please amend the captioned application prior to examination on the merits, as 
follows. No fee for the filing of this preliminary amendment is believed to be due. If, however, 
it is determined that a fee is due, please charge such fee to Deposit Account No. 02-4467. 



IN THE CLAIMS 



Please cancel claims 5, 6, 7, 12, 13, 14, 15, 20 and 21. 



Please add claims 22-30 as follows; 
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(22) (New) Use according to claim 1, wherein said combination consists of nicotinic acid or 
nicotinamide and riboflavin in a ratio by weight of from 40:1 to 10:1 (nicotinic acid or 
niacinamide : riboflavin), optionally in a pharmaceutically acceptable vehicle or carrier 
suitable for systemic administration. 

(23) (New) Use according to claim 22, wherein said combination consists of nicotinamide and 
riboflavin in a ratio by weight of 20: 1 . 

(24) (New) Use according to claim 1 for the manufacture of a medicament for oral or 
parenteral administration. 

(25) (New) The method according to claim 8, comprising systemically administering to the 
said subject an effective amount of a combination of nicotinic acid or nicotinamide and 
riboflavin, optionally in a pharmaceutically acceptable vehicle or carrier suitable for 
systemic administration. 

(26) (New) The method according to claim 25 wherein said combination consists of nicotinic 
acid or nicotinamide and riboflavin in a ratio by weight of from 40:1 to 10:1 (nicotinic 
acid or niacinamide : riboflavin). 

(27) (New) The method according to claim 26, wherein said combination consists of 
nicotinamide and riboflavin in a ratio by weight of 20:1. 

(28) (New) The method according to claim 8, wherein said systemic administration is by the 
oral route or by the parenteral route. 

(29) (New) The composition according to claim 16, wherein said combination consists of 
nicotinic acid or nicotinamide and riboflavin in a ratio by weight of from 40:1 to 10:1 
(nicotinic acid or niacinamide : riboflavin), in a pharmaceutically acceptable vehicle or 
carrier suitable for systemic administration, 

(30) (New) The composition according to claim 29, for oral administration or for parenteral 
administration. 
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REMARKS 

In the present application, claims 1-30 are presented for examination. Applicants 
have canceled claims 5, 6, 1, 12, 13, 14, 15, 20 and 21 without prejudice. Applicants have added 
claims 22-30 to include the claim language of claims 5, 6, 7, 12, 13, 14, 15, 20 and 21, 
respectively. Claims 22-30 were added solely to eliminate multiple dependency and thereby 
minimize claim fees. 

It is submitted that no new matter has been introduced by the foregoing 
amendment. Approval and entry of the amendment prior to examination of the application on the 
merits is respectfully requested. 

If the Examiner has any questions regarding this paper, please contact the 
undersigned attomey. 

Respectfully submitted. 



By: 




Joy S/. Gfoiidie 
Registration No. 48,146 
BRYAN CAVE LLP 
245 Park Avenue 
New York, NY 10167-0034 
(212) 692-1800 
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Declaration and Power of Attorney for Patent Application 
Modulo DiDlCHIARAZIONE PER DOMANDA diBrevetto 
Italian Language Declaration 



lo, sottosciitto inveatoie, dichiaro con il presente che: 



As a below named inventor, I hereby declare that: 



n mio domicilio, rec^ito postale e cittadinanza sono quelli 
indicati in calce accanto al mio nome. 



My residence, post office address and citizenship are as 
stated below next to my name. 



Che mi reputo in buona fede essere Tinventore originario, 
primo e unico (qualora nn solo nominativo appaia elencato 
appresso) o il coinventore (qualora i nominativi siano piu di 
mo) primo e originario deU'invenzione da me rivendicata, 
e per la quale l^io domanda di brevetto. Tale iavenziane 
e chiamata: 



I believe I am the ordinal, first and sole inventor (if only 
one name is Usted below) or an original, first and joint 
inventor (if plural names are listed below) of the subject 
matter which is claimed nd for which a patent is sought on 
the invention entitled: 



USE OF A VTIAMIN COMBINATION FOR THE TREATMENT OF PRURITUS AND NON-INFECTIVE DISORDERS 
BWOLVING rrCBONG AIW/OR INFLAMMATION 

RJ 



'1 E la sua descrizione h allegata alia presente I>ichiarazione a 
' ^ meno che non sia spuntata la s^uente casella: 



the specification of which is attached her^o unless the 
following box is checked: 



( X...) il 

e stata depositata una domanda di brevetto 
statunitense nrnnero o una domanda di brevetto 
int^nazionale PCX numero 

che e stata modificata il 

(se del caso) 



(x) was filed on May 17, 2000 

as United States Apphcation Number 
or PCX International Application Numb^ 
PCT/IT00^00196 

and was amended on 

(if ^pHcable) 



Dichiaro inoltre con il presente di aver letto e compreso il 
CQDtenuto ddla descrizione sopra indicata, comprese le 
rivendicaziom, come rdtificata da qualsiasi emendamento a 
cui si sia accennato sopra. 

Riconosco il mio dovere di nvelare informazioni che 
costituiscano materiale per Tesame della presente domanda 
secondo i tenmni dd Iltolo 37, Codice dei Regolamenfi 
Federali, Comma 1, 56(a) 



I hereby state that I have reviewed and understand the 
contents of the above identified specification, including the 
claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information ^which is 
material to the examinati(m of this apphcation in 
accordance with Title 37, Code of Federal Regulations, § 
l,56(a). 
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Italian Language Declaration 



Con il presente rivendico i benefici di priorita per Testero 
come stabilito dal Titolo 35, Codice degli Stati Uniti, 
Comma 119 per qualsiasi domanda di brevetto (o brevetti) 
straniera o per qualsiasi certificato di invenzione sotto 
elencato, ed ho anche elencato qui sotto tutte le domande di 
brevetto e certificati d'invenzione stranieri aventi una data 
di presentazione anteiiore a queUa ddla domanda per la 
quale si rivendica la {secedenza: 



I hereby claim foreign priority benefits under Title 35, 
United States Code, §119 of any foreign application(s) for 
patent or inventor's certificate hsted below and have also 
identified below any foreign application for patent or 
inventor's certificate having a filing date before that of the 
application oaa which priority is claimed: 



Prior foreign ^plications 
Domande all'estero precedoiti 



Priority claimed 
Prioritit ri vaidicata 



(Number) 
(Numero) 
, RM99A000309 

CJ(Number) 
g3(NumenO 

rj^TSfumber) 
2XNumero) 



(Country) 
(Paese) 


(Day,Month, Year Filed) 
(Giomo, Mese, Anno di Deposit© 










ITALY 


17 MAY 1999 


(X) 


(...) 


(...) 


(...) 






Yes 


No 


Yes 


No 


(Country) 


(Day,Month, Year Filed) 










(Paese) 


(Giomo, Messe, Anno di Deposito) 


(...) 


(...) 


(...) 


(...) 


Yes 


No 


Yes 


No 


(Country) 


(Day^fonth, Year Filed) 










(Paese) 


(Giomo, Mese, Anno di Deposito) 


(...) 


(...) 


(...) 


(...) 






Yes 


No 


Yes 


No 



ill 



Con il presente rivendico il beneficio pievisto dal Titolo 35, 
Codice degli Stati Uniti, Comma 120, per qualsiasi 
domanda (o domande) di brevetto sotto indicate, ed entro i 
limiti nd quali il materiale indicato in ciascuna delle 
domande di brevetto nan e stato rivelato nella precedente 
domanda di brevetto amedcana nel modo previsto dal 
primo paiagrafo del titolo 35, Codice degli Stati Uniti, 
Comma 1 12, riconosco il mio dovere di rivelare il materiale 
d'informazione, cosi come viene defimto nel titolo 37, 
Codice dei Regolamenti Federali, Comma 1, 56(a), che 
possa essere venuto ad aggiungersi nel periodo intercorso 
tra la data di presentazione delta domanda precedente e la 
data nazionale o intemazionale da PCX di presentazione di 
questa domanda: 



I hereby claim the benefit under Title 35, United States 
Code, §120 of any United States application(s) Hsted below 
and, insofar as the subject matter of each of the claims of 
this application is not disclosed in the prior United States 
application in the manner provided by the first paragraj^ of 
Titie 35, United States Code, §1 12, 1 acknowledge the duty 
to disclose material information as defined in Titie 37, 
Code of Fedaal Regulations, §1, 56(a) which occurred 
betwe^i the filing date of the prior ^plication and the 
national or PCT international filing date of this application: 



(Application Serial No.) 
Numero di domanda 



(Application Serial No.) 
Numero di domanda 



(Filing Date) 
(Data di deposito) 



(Filing Date) 
(Data di deposito) 



(Stato Giuridico) 
(concessa, pendente, 
abbandonata) 

(Stato Giuridico) 
(concessa, pendente, 
abbandonata) 



(Legal Status) 

(patented, 

abandoned) 



pending. 



(Legal Status) 
(patented, pending, 
abandoned) 



Dichiaro inoltre con il presente che tutte le informazioni da 
me fomite sono per quanto mi consta vere e che tutte le 
affermazioni da me fatte sono per quanto mi consta vere; 
dichiaro inoltre che quando ho fetto queste affermazioni ero 
al corrente del fatto che false dichiarazioni fatte 
intenzionalmente sono punibili con multa o incarcerazione 
o ambedue, secondo quanto stabilito dalla sezione 1001 dd 
Titolo 18 del Codice d^i Stati Uniti e che tali 
informazioni int^izionalmente false possono metteie a 
repentaglio la validity della domanda di brevetto rilasciata 
in base ad esse. 



I hereby declare that all statements made herein of my own 
knowlec^e are true and that all statements made on 
information and behef are beheved to be true; and further 
that these statements were made with the knowledge that 
willful felse statements and the like so made are punishable 
by fine or in^xrisonment, or both, untte Section 1001 of 
Titie 18 of the United States Code and tiiat such willful 
false statements may jeopardize the validity of the 
application or any patent issued tiioneon. 
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Italian Language Declaration 

PROCURA: lo, sottoscritto inventore, nomino con la 
presente il seguente Procnratore (o Procnratori) o Agente (o 
Agenti) che si incarica di perseguire questa pratica e di 
portare a termine tiitte le opeiazioni necessarie all'UfFicio 
Brevetti pertinenti a questa pratica. (Elencare il Nome e il 
Nunaero di Matricola) 

Recapito per la corrispondenza: 



POWER OF ATTORNEY: As a named inventor, I hereby 
appoint the following attomey(s) and/or agent(s) to 
prosecute this application and transact all business in the 
Patent and Trademark Office connected therewith. (Ust 
name and registration number) 



Send ccMTespondence to: 



BRYAN CAVE LL P 
245 Park Avenue 



--'S^e^ri&^^r^e^oTyi 10167-0034 



Telefonaie a: (Nome e Numaro) 
Fax.: 212 692 1900 



Direct telephone calls to: (name and telephone number): 



I Nome complete deU'iiiveiitore primo o unico 


Full name of sole or firsft inventor 


; VALLETTA Giampiero 




1 Finnadell'inventore //I Data 3^10.2001 


Inventor' s signature Date 


Residenza \l 


Jvcsiu6n.ce 


J Via Campidf^Iio 188 - 03024ag^mjQEB) - ITALY 




1 Cittadinanza Italiaii 


Citizenship 






Recapito o Casella Postale 


Post Office AAiress 


Via Campidoglio 188 - 03024 CEPRANO (FR) - ITALY 




Nome completo del secondo inventore, se esistente 


Full name of second joint inventor, if applicable 






Firma dell'inventore Data: 


Inventor's signature Date 






Residenza 


Residence 






Cittadinanza 


Citizenship 






Recapito o Casella Postale 


Post OfiSce Address 







\43? 



(Si prega di fomiie le stesse infonnazioni e firme di 
eventual! terzi e piii coinventori) 



(Supply similar information and signature for third and 
subsequent joint inventors) 
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